US009303025B2

a2z United States Patent (10) Patent No.: US 9,303,025 B2
Bruncko et al. 45) Date of Patent: Apr. 5, 2016
(54) APOPTOSIS-INDUCING AGENTS FOR THE CO7D 471/04 (2006.01)
TREATMENT OF CANCER AND IMMUNE Co7D 309/08 (2006.01)
AND AUTOIMMUNE DISEASES (52) US.CL
CPC ... CO7D 417/12 (2013.01); CO7D 209/08

(71) Applicant: AbbVie Inc., North Chicago, IL. (US)

(72) Inventors: Milan Bruncko, Green Oaks, IL. (US);
Hong Ding, Gurnee, IL (US); George A.
Doherty, Libertyville, IL, (US); Steven
W. Elmore, Northbrook, IL. (US); Lisa
Hasvold, Grayslake, IL. (US); Laura
Hexamer, Grayslake, IL (US); Aaron R.
Kunzer, Arlington Heights, IL. (US);
Robert A. Mantei, Franklin, WI (US);
Cheol-Min Park, Gurnee, IL (US);
Xiaohong Song, Grayslake, IL (US);
Andrew J. Souers, Evanston, IL. (US);
Gerard M. Sullivan, Lake Villa, IL
(US); Zhi-Fu Tao, Gurnee, IL. (US);
Gary T. Wang, Libertyville, IL (US); Le
Wang, Vernon Hills, IL (US); Xilu
Wang, Grayslake, IL (US); Michael D.
Wendt, Vernon Hills, IL. (US)

(73) Assignee: AbbVie Inc., North Chicago, IL, (US)

(*) Notice: Subject to any disclaimer, the term of this

patent is extended or adjusted under 35
U.S.C. 154(b) by O days.

(21) Appl. No.: 14/582,144

(22) Filed: Dec. 23, 2014
(65) Prior Publication Data
US 2015/0183775 Al Jul. 2, 2015

Related U.S. Application Data

(63) Continuation of application No. 13/952,278, filed on
Jul. 26, 2013, now Pat. No. 8,952,157, which is a
continuation of application No. 12/631,367, filed on
Dec. 4, 2009, now abandoned.

(60) Provisional application No. 61/119,844, filed on Dec.

4, 2008.

(51) Int.CL
CO7D 401/12 (2006.01)
CO7D 401/14 (2006.01)
CO7D 403/12 (2006.01)
CO7D 405/12 (2006.01)
CO7D 405/14 (2006.01)
CO7D 413/12 (2006.01)
CO7D 417/12 (2006.01)
CO7D 209/08 (2006.01)
CO7D 211/58 (2006.01)
CO7D 213/74 (2006.01)
CO7D 213/84 (2006.01)
CO7D 231/56 (2006.01)
CO7D 235/06 (2006.01)
CO7D 277724 (2006.01)
CO7D 295/30 (2006.01)
CO7D 309/04 (2006.01)

(2013.01); CO7D 211/58 (2013.01); CO7D
213/74 (2013.01); CO7D 213/84 (2013.01);
C07D 231/56 (2013.01); CO7D 235/06
(2013.01); CO7D 277/24 (2013.01);, CO7D
295/30 (2013.01); CO7D 309/04 (2013.01);
C07D 309/08 (2013.01); CO7D 401/12
(2013.01); CO7D 401/14 (2013.01); CO7D
403/12 (2013.01), CO7D 405/12 (2013.01);
CO07D 405/14 (2013.01); CO7D 413/12
(2013.01); CO7D 471/04 (2013.01)
(58) Field of Classification Search

CPC .. C07D 401/12; CO7D 401/14; CO7D 403/12;
C07D 405/12; CO7D 405/14; CO7D 413/12;
C07D 417/12

See application file for complete search history.

(56) References Cited
U.S. PATENT DOCUMENTS

5,661,159 A 8/1997 Matsuo et al.
6,410,584 Bl 6/2002 Pamukcu et al.
6,720,338 B2 4/2004 Augeri et al.
6,949,545 B2 9/2005 Pikul et al.
7,390,799 B2 6/2008 Bruncko et al.
7,504,512 B2 3/2009 Augeri et al.
7,511,013 B2 3/2009 Molino et al.
7,514,068 B2 4/2009 Tung
7,521,421 B2 4/2009 Naicker et al.
7,528,131 B2 5/2009 Persichetti et al.
7,531,685 B2 5/2009 Czarnik
7,534,814 B2 5/2009 Ascher et al.

(Continued)

FOREIGN PATENT DOCUMENTS

CA 2075586 C 12/2002
EA 005373 2/2005
(Continued)
OTHER PUBLICATIONS

Bardwell, PD., et al., “The BCL-2 Family Antagonist ABT-737 Sig-
nificantly Inhibits Multiple Animal Models of Autoimmunity,” J.
Immunol., (2009), vol. 182, No. 12, pp. 7482-7489.

Becker D.P, et al., “Azaadamantane Benzamide 5-HT4 Agonists:
Gastrointestinal Prokinetic SC-54750” Bioorganic and Medicinal
Chemistry Letters, (2004), vol. 14, No. 22, pp. 5509-5512.

Beylot M., et al., “In Vivo Studies of Intrahepatic Metabolic Path-
ways,” Diabetes Metabolism, 1997, 23 (3), 251-257.

Blagojevic N., etal., “Role of Heavy Water in Boron Neutron Capture
Therapy,” In Topics in Dosimetry & Treatment Planning for Neutron
Capture Therapy, Advanced Medical Publishing, (1994), pp. 125-
134, Madison, WI.

(Continued)

Primary Examiner — Shawquia Jackson
(74) Attorney, Agent, or Firm — Jones Day

(57) ABSTRACT

Disclosed are compounds which inhibit the activity of anti-
apoptotic Bcel-2 proteins, compositions containing the com-
pounds and methods of treating diseases during which is
expressed anti-apoptotic Bcl-2 protein.

4 Claims, No Drawings



US 9,303,025 B2

Page 2
(56) References Cited RU 2263666 C1  11/2005
UA 74889 C2 2/2004
U.S. PATENT DOCUMENTS WO 9304046 Al 3/1993
WO 9507271 Al 3/1995
7,538,189 B2 5/2009 Naicker et al. WO 9710223 Al 3/1997
7,642,260 B2 1/2010 Bruncko et al. WO 9906433 2/1999
7,709,467 B2 5/2010 Bruncko et al. Wwo 9942443 8/1999
7,754,886 B2 7/2010 Augeri et al. WO 0001389 Al 1/2000
7,767,684 B2 8/2010 Bruncko et al. WO 0037436 Al 6/2000
7,851,637 B2 12/2010 Castro et al. Wwo 0112189 AL 2/2001
7,973,161 B2 7/2011 Bruncko et al. WO 0170693 A2 9/2001
8,084,607 B2  12/2011 Bruncko et al. WO 0224636 A2 3/2002
8,173,811 B2 5/2012 Bruncko et al. wo 02066470 AL 82002
8,354,404 B2 1/2013 Bruncko et al. Wwo 02098848 Al 12/2002
8,546,399 B2  10/2013 Bruncko et al. WO 03040107 Al 5/2003
8,557,983 B2  10/2013 Doherty et al. WO 2004043950 Al 5/2004
8,563,735 B2 10/2013 Bruncko et al. Wwo 2004048329 AL 6/2004
8,580,794 B2  11/2013 Doherty et al. WO 2005049593 A2 6/2005
8,586,754 B2  11/2013 Bruncko et al. WO 2005049594 AL 6/2005
8,614,318 B2  12/2013 Bruncko et al. Wwo 2005099353 A2 10/2005
8,686,136 B2 4/2014 Bruncko et al. WO 2006008754 Al 1/2006
8,952,157 B2 2/2015 Dingetal. WO 2006009869 Al 1/2006
9,045,475 B2 6/2015 Elmore et al. wo 2007040650 A2 12/2007
9,072,748 B2 7/2015 Bruncko et al. Wwo 2008030336 A2 3/2008
9,073,855 B2 7/2015 Dobherty et al. WO 2010065824 A2 6/2010
9,125,913 B2 9/2015 Bruncko et al. WO 2010065865 A2 6/2010
2002/0055631 Al 5/2002 Augeri et al. WO 2010083441 A2 7/2010
2002/0086887 Al 7/2002 Augeri et al. WO 2010138588 A2 12/2010
2005/0159427 Al 7/2005 Bruncko et al.
2006/0128706 Al 6/2006 Bruncko et al. OTHER PUBLICATIONS
2006/0258657 Al  11/2006 Bruncko et al. . . .
2007/0015787 Al 1/2007 Bruncko et al. Blake et al., “Studies With Deuterated Drugs,” J. Pharm. Sci., (1975),
2007/0027135 Al 2/2007 Bruncko et al. pp. 367-391, vol. 64, Issue 3.
2007/0072860 Al 3/2007 Bruncko et al. Brickner S. J., et al., “Synthesis and Antibacterial Activity of
2008;0076779 Al 3;2008 Elm(;)re leit al o U-100592 and U-100766, Two Oxazolidinone Antibacterial Agents
%883 /8(1)25347‘? ﬁ} ; /5883 gézlrarr\:ili etal. for the Potential Treatment of Multidrug-Resistant Gram-Positive
2009/0088416 Al 4/2009 Czarnik Bacterial Infections,” J. Med Chem., (1996), Pp. 673-679, vol. 39,
2009/0093422 Al 4/2009 Tung et al. Issue 3.
2009/0105147 Al 4/2009 Masse Bruncko M., et al., “Studies Leading to Potent, Dual Inhibitors of
2009/0105307 Al 4/2009 Galley et al. BCL-2 and BCL-XL” Journal of Medicinal Chemistry, (2007), pp.
2009/0105338 Al 4/2009 Czarnik 641-662, vol. 50, Issue 4.
%883;8}}%%‘2 ﬁ} ggggg gerolt_iket al. Cancer [Online], [Retrieved on Jul. 6, 2007]. Retrieved From the
2009/0131363 AL 52009 Hatbeson of al. Internet, URL HTTP:/WWW.NLM NIH.GOV/MEDLINEPLUS/
2009/0131485 Al 5/2009 Liu et al. Cancer HTML>.
2009/0137457 Al 5/2009 Harbeston et al. Cancer [Online], [Retrieved on Jul. 6, 2007]. Retrieved From the
2010/0022773 Al 1/2010 Bruncko et al. Internet, URL: HTTP://EN.WIKIPEDIA.ORG/WIKI/CANCER.
2010/0152183 Al 6/2010 Bruncko et al. Certo M., et al, “Mitochondria Primed by Death Signals Determine
%818; 8}22;% ﬁ} g; %8}8 gruncko ettall' Cellular Addiction to Antiapoptotic BCL-2 Family Members,” Can-
201000184766 Al 7/2010 Kunser etal. cer Cell, (2006), pp. 351-365, vol. 9, Issue 3. .
2010/0227838 Al 9/2010 Shah Corbett, Thomas H. et al,, “Discovery and Preclimincal Antitumor
2010/0240715 Al 9/2010 Bruncko et al. Efficacy Evaluations of 1.Y32262 and LY33169,” Investigational
2010/0298321 Al 11/2010 Bruncko et al. New Drugs, (2003), vol. 21, pp. 33-45.
2010/0298323 Al  11/2010 Bruncko et al. Cross, L.C., etal., “IUPAC Commission on Nomenclature of Organic
2010/0305122 Al  12/2010 Bruncko et al. Chemistry: Rules for the Nomenclature of Organic Chemistry, Sec-
2011/0124628 Al 5/2011 Bruncko et al. tion E: Stereochemistry,” Pure and Applied Chemistry, (1976), vol.
2011/0256129 Al  10/2011 Bruncko et al. 45, pp. 13-30.
2013/0267514 Al 10/2013 Bruncko et al. Czajka D. M., “Effect of Deuterium Oxide on the Reproductive
2013/0267534 Al 10/2013 Bruncko et al. Potential of Mice,” Ann NY Acad Sci, (1960), pp. 770-779, vol. 84.
%8}3;832%2; 2} 1 égg}i gruncllio e: ai' Czaika D.M., et al., “Physiological Effects of Deuterium on Dogs,”
20140037890 Al 2/2014 Bruncko of al Am. J. Physiol., (1961), pp. 357-362, vol. 201, Issue 2.
2014/0088106 Al 3/2014 Bruncko et al Del Gaizo Moore, V., et al, "BCL-2 Dependence and ABT-737
5014/0094471 Al 4/2014 Bruncko o al' Sensitivity in Acute Lymphoblastic Leukemia,” Blood, (2008), vol.
2014/0107119 Al 4/2014 Bruncko et al. 111, No. 4, pp. 2300-2309. . .
5014/0113910 Al 4/2014 Bruncko et al. Eliel, E. L. etal., Stereochemls_try of Organic Compounds,” (1994),
5015/0183775 Al 7/2015 Bruncko et al pp. 119-120, vol. 1206, John Wiley & Sons, Inc. New York.
' English Translation to RU2263666 Abstract, 009 HTTP://WORLD-
WIDE.ESPACENET.COM/PUBLICATIONDETAILS/
FOREIGN PATENT DOCUMENTS BIBLIO?DB=EPODOC&ADJACENT=TRUE&I.OCALE=ENEP
EA 006973 6/2005 &FT=D&DATE=2005111 0&CC=RU&NR=2263666C1
EP 0527378 Bl 2/1993 &KRC=Cl. . .
RU 2000104859 11/2001 File Reglstry (STN) [Onllne], CAS Reglstry No. 739342-14-4,
RU 2208609 C2 7/2003 395090-67-2, 328028-74-6, 303228-76-4.
RU 2232751 C2 7/2004 File Registry (STN) [Online], CAS Registry No. 745034-46-2,
RU 2245876 C2 2/2005 378189-42-5.



US 9,303,025 B2
Page 3

(56) References Cited
OTHER PUBLICATIONS

File Registry (STN) [Online], CAS Registry No. 753468-40-5,
745034-46-2,745028-47-1,716373-52-3,380557-27-7,378189-42-
5.

Foster, A.B., et al., “Deuterium Isotope Effects in the Metabolism of
Drugs and Xenobiotics: Implications for Drug Design,” Advances in
Drug Research, (1985), pp. 2-36, vol. 14, Academic Press, London.
Golub et al., “Molecular Classification of Cancer: Class Discovery
and Class Prediction by Gene Expression Monitoring,” Science
(1999), vol. 286, pp. 531-537.

Harada H., et al., “Survival Factor-Induced Extracellular Signal-
Regulated Kinase Phosphorylates BIM, Inhibiting Its Association
With BAX and Proapoptotic Activity,” Proc Natl Acad Sci (2004) vol.
101, Issue 43, pp. 15313-15317, USA.

Holzelovaet al., “Autoimmune Lymphoproliferative Syndrome With
Somatic FAS Mutations,” New England Journal of Medicine, (2004),
pp. 1409-1418, vol. 351.

Humerickhouse, R., “Clinical Activity of the Potent and Selective
BCL-2 Inhibitor ABT-199: Proving the Concept,” Symposium Pre-
sentation, (Apr. 9, 2016), American Association for Cancer Research
(AACR) Annual Meeting (Washington, D.C.), pp. 1-31.
International Searching Authority, “International Search Report for
Application No. PCT/U52010/036198 ISR,” (Apr. 29, 2005), 3 pp.
International Searching Authority, “International Search Report for
Application No. PCT/US2010/036919,” (Aug. 19, 2010), 5 Pages.
International Searching Authority, “International Search Report for
Application No. PCT/US2009/066790,” (Jul. 28, 2010), 5 Pages.
International Searching Authority, “International Search Report for
Application No. PCT/US2009/066722,” (Aug. 4, 2010), 4 Pages.
International Searching Authority, “International Search Report for
Application No. PCT/US2010/036844,” (Aug. 16, 2010), 5 Pages.
International Searching Authority, “Supplementary International
Search Report for Application No. PCT/US2010/036844,” (Feb. 16,
2012), 4 Pages.

International Searching Authority, “Supplementary International
Search Report for Application No. PCT/US2009/066722.,” (Feb. 24,
2011), 2 Pages.

International Searching Authority, “Written Opinion for App. No.
PCT/US2009/066722,” (Aug. 4, 2010), 8 Pages.

International Searching Authority, “Written Opinion for Application
No. PCT/US2010/036844,” (Jun. 5, 2012), 10 Pages.

International Searching Authority, “Written Opinion for Application
No. PCT/US2010/036919,” (Jun. 5, 2012), 9 Pages.

Tupac, “Commission on Nomenclature of Organic Chemistry: Rules
for the Nomenclature of Organic Chemistry Section E:
Stereochemistry,” Pure Appl Chem, (1976), pp. 11-30, vol. 45.
Jones C.D et al., “Effects of Substituent Modification on Face Selec-
tion in Reduction,” Journal Org. Chem, (1998), pp. 2758-2760, vol.
63.

Kato et al., “Synthesis of Deuterated Mosapride Citrate,” J. Labelled
Comp. Radiopharmaceut, (1995), pp. 927-932,vol. 36, Issue 10.
Korolkova, A., “Essentials of Medicinal Chemistry,” John Wiley-
Laterscience Publications, John Wiley & Sons, (1988), pp. 97-118,
New York.

Kushner et al., “Pharmacological Uses and Perspectives of Heavy
Water and Deuterated Compounds,” CAN J Physiol Pharmacal,
(1999), pp. 79-88, vol. 77.

Lala et al., “Role of Nitric Oxide in Tumor Progression: Lessons
From Experimental Tumors,” Cancer and Metastasis Reviews
(1993), vol. 17, Issue 1, pp. 91-106.

Lizondo J., et al., “Linezolid: Oxazolidinone Antibacterial,” Drugs of
the Future, (1996), pp. 1116-1123, vol. 21, Issue 11.

Mallesham B., et al., “Highly Efficient Cul-Catalyzed Coupling of
Aryl Bromides With Oxazoudinones Using Buchwald’s Protocol: A
Short Route to Linezolid and Toloxatone,” Org. Lett., (2003), pp.
963-965, vol. 5, Issue 7.

Mason, K.D. et al., “Programmed a Nuclear Cell Death Delimits
Platelet Life Span,” Cell, (2007), pp. 1173-1186, vol. 128.

Oltersdorf, T., et al., “An Inhibitor of BCL-2 Family Proteins Induces
Regression of Solid Tumours,” Nature, (2005), vol. 435, pp. 677-631.
Park, C.M. et al., “Discovery of an Orally Bioavailable Small Mol-
ecule Inhibitor of Prosurvival B-Cell Lymphoma 2 Proteins,” Journal
of Medicinal Chemistry, (2008), pp. 6902-6915, vol. 51, Issue 21.
Patel, N. B., et al, “Synthesis and Antimicrobial Activity of
Sulfonamides and 4-(P-Nitrobenzoyl)Piperazine Incorporated
Fluoroquinolones,” Indian Journal of Heterocyclic Chemistry,
(2006), vol. 16, No. 2, pp. 205-206.

Puck et al., “Immune Disorders Caused by Defects in the Caspase
Cascade,” Current Allergy and Asthma Reports, (2003). pp. 378-384,
vol. 3.

Rengan et al., “Actin Cytoskeletal Function is Spared, But Apoptosis
is Increased, in aas Patient Hematopoietic Cells,” Blood, (2000); pp.
1283-1292, vol. 95, Issue 4.

Shimazaki et al., “Evaluation of Apoptosis as a Prognostic Factor in
Myelodysplastic Syndromes,” British J Hematology, (2000), pp.
584-590, vol. 110, Issue 3.

Sutton V.R., et al. “BCL-2 Prevents Apoptosis Induced by Perforin
and Granzyme B, but not That Mediated by Whole Cytotoxic Lym-
phocytes”, Journal of Immunology, (1997), pp. 5733-5790, vol. 158,
Issue 12.

Thomson J. F., “Physiological Effects of D20 in Mammals,” Ann.
New York Acad. Sci., (1960), pp. 736-744, vol. 84.

Tseetal., “ABT-263: A Potent and Orally Bioavailable BCL-2 Fam-
ily Inhibitor,” Cancer Research, (2008), pp. 3421-3428, vol. 68, Issue
9.

United States Patent and Trademark Office, “Final Office Action
issued in U.S. Appl. No. 12/631,404,” (Jul. 26, 2011).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/631,404,” (Feb. 18, 2011).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/793,418,” (Apr. 2, 2012).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/631,367,” (Jun. 29, 2012).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/793,413,” (Aug. 2, 2012).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/787,682,” (Sep. 17, 2012).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 12/793,418,” (Oct. 9, 2012).

United States Patent and Trademark Office, “Non-Final Office Action
issued in U.S. Appl. No. 13/839,060,” (May 6, 2014).

Wang Z.X., “An Exact Mathematical Expression for Describing
Competitive Binding of Two Different Ligands to a Protein Mol-
ecule,” FEBS LETT, (1995); pp. 111-114. vol. 360, Issue 2.

Wendt Michael, “Discovery of ABT-263, a BCL-Family Protein
Inhibitor: Observations on Targeting a Large Protein-Protein Inter-
action”, Expert Opin Drug Discov, (2008), pp. 1123-1143, vol. 3,
Issue 9.

Zhang H. et al., “BC1-2 Family Proteins are Essential for Platelet
Survival,” Cell Death and Differentiation, (2007), pp. 943-951., vol.
14, Issue 5.

Adams et al., “The Bcl-2 apoptotic switch in cancer development and
therapy,” Oncogene (2007), pp. 1324-1337, vol. 26.

Ciardiello et al., “Inhibition of Bcl-2 as cancer therapy,” Ann. Oncol.
(2002), pp. 501-502, vol. 13, No. 4.

Meijerink et al., “Novel murine B-cell lymphoma/leukemia model to
study Bcl-2 driven oncogenesis,” (2005) Int. J. Cancer, vol. 114, pp.
917-925.

Packham et al., “Bodyguards and assassins: Bcl-2 family proteins
and apoptosis control in chronic lymphocytic leukaemia,” Immunol-
ogy (2005), pp. 441-449, vol. 114.

Qi et al., “A Bel-XL timer sets platelet life span,” Cell (2007), pp.
1035-1036, vol. 128, No. 6.

Schimmer, et al., “Bcl-2 and Apoptosis in Chronic Lymphocytic
Leukemia,” Current Treatment Options in Oncology (2003), pp. 211-
218, vol. 4.

Souers et al., “ABT-199, a potent and selective BCL-2 inhibitor,
achieves antitumor activity while sparing platelets,” Nature Medi-
cine, (2013), pp. 1-9, 202-208, vol. 19.



US 9,303,025 B2

1

APOPTOSIS-INDUCING AGENTS FOR THE
TREATMENT OF CANCER AND IMMUNE
AND AUTOIMMUNE DISEASES

This application is a continuation of U.S. patent applica-
tion Ser. No. 13/952,278, filed Jul. 26, 2013, which is a
continuation of U.S. patent application Ser. No. 12/631,367,
filed Dec. 4, 2009, now abandoned, which claims priority to
U.S. Provisional Application Ser. No. 61/119,844, filed Dec.
4, 2008, the contents of which are hereby incorporated by
reference in their entireties into this application.

FIELD OF THE INVENTION

This invention pertains to compounds which inhibit the
activity of Bel-2 anti-apoptotic proteins, compositions con-
taining the compounds, and methods of treating diseases
during which anti-apoptotic Bcl-2 proteins are expressed.

BACKGROUND OF THE INVENTION

Anti-apoptotic Bcl-2 proteins are associated with a number
of diseases. There is therefore an existing need in the thera-
peutic arts for compounds which inhibit the activity of anti-
apoptotic Bcl-2 proteins.

Overexpression of Bcl-2 proteins correlates with resis-
tance to chemotherapy, clinical outcome, disease progres-
sion, overall prognosis or a combination thereof in various
cancers and disorders of the immune system.

Involvement of Bcl-2 proteins in bladder cancer, brain
cancer, breast cancer, bone marrow cancer, cervical cancer,
chronic lymphocytic leukemia, colorectal cancer, esophageal
cancer, hepatocellular cancer, lymphoblastic leukemia, folli-
cular lymphoma, lymphoid malignancies of 1-cell or B-cell
origin, melanoma, myelogenous leukemia, myeloma, oral
cancer, ovarian cancer, non-small cell lung cancer, prostate
cancer, small cell lung cancer, spleen cancer, and the like is
described in commonly-owned PCT US 2004/36770, pub-
lished as WO 2005/049593, and PCT US 2004/37911, pub-
lished as WO 2005/024636.

Involvement of Bcl-2 proteins in immune and autoimmune
diseases is described in Current Allergy and Asthma Reports
2003, 3, 378-384; British Journal of Haematology 2000,
110(3), 584-90; Blood 2000, 95(4), 1283-92; and New
England Journal of Medicine 2004, 351(14), 1409-1418.
Involvement of Bel-2 proteins in arthritis is disclosed in com-
monly-owned U.S. Provisional Patent Application Ser. No.
60/988,479. Involvement of Bcl-2 proteins in bone marrow
transplant rejection is disclosed in commonly-owned U.S.
patent application Ser. No. 11/941,196.

SUMMARY OF THE INVENTION

One embodiment of this invention, therefore, pertains to
compounds or therapeutically acceptable salts, prodrugs or
salts of prodrugs thereof, which are useful as inhibitors of
anti-apoptotic Bel-2 proteins, the compounds having For-
mula I
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wherein
A'is N or C(A?%);

A?isH,R', OR', SR, S(O)R', SO,R*, C(O)R, C(O)OR,
OC(O)R', NHR', N(R'),, C(O)NHR', C(O)N(R'),, NHC
(O)R*, NR'C(O)R', NHC(O)OR!', NR'C(O)OR', NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR!C(O)N(RY),, SO,NH,, SO,NHR!, SO,NR'),,
NHSO,R!, NR!SO,R', NHSO,NHR!, NHSO,NQR!').,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RY),, NHSO,NHR', NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N;, OH, C(O)H,
CHNOH, CH(NOCH,;), CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

B'isH,R',OR!,SR', S(O)R!,SO,R', C(O)R*, C(O)OR?,
OC(O)R', NHR', N(R'),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR'C(O)N(RY),, SO,NH,, SO,NHR!, SO,N(R'),,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,;), CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

D'isH,R!,OR',SR!, S(O)R!, SO,R!, C(O)R', C(O)OR?,
OC(O)R', NHR', N(R'),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR'!, NHC(O)N(R'),, NR'C(O)NHR!,
NR!C(O)N(RY),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHIl\LOH, CH(NOCH,), CF;, C(O)OH, C(O)NH, or C(O)
OR™;

E'isH,R! OR!, SR!, S(O)R!, SO,R!, C(O)R', C(O)OR?,
OC(O)R', NHR', N(R'),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR'!, NHC(O)N(R'),, NR'C(O)NHR!,
NR!C(O)N(RY),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR'SO,NHR!, NR'SO,N(RY,, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,), CF,, C(O)OH, C(O)NH,, or C(O)
OR™: and

Y' is H, CN, NO,, C(O)OH, F, Cl, Br, I, CF,, OCF,,
CF,CF,, OCF,CF;, R'7, OR'?, C(O)R'7, C(O)OR'7, SR,
SO,R'’, NH,, NHR'", N(R'"),, NHC(O)R'?, C(O)NH,,
C(O)NHR', C(O)N(R'7),, NHS(O)R'? or NHSO,R'7; or

E' and Y', together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkane, heterocycloalkane or heterocycloalkene; and

A2 B!, and D' are independently selected H,R*, OR*, SR*,
S(O)R!, SO,R', C(O)R!, C(O)OR!, OC(O)R', NHR',
NRY),, C(O)NHR', C(O)N(R"),, NHC(O)R', NR'!C(O)R',
NHC(O)OR?, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(RY),, NR!C(O)NHR', NR!C(O)NRY),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R?, NR'SO,R’,
NHSO,NHR', NHSO,N(R'),, NR'SO,NHR!, NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO.R',
C(NH)NH,, C(NNH)NHR', C(NH)N(R'),NHSO,NHR',
NHSO,N(CH,)R', N(CH,)SO,N(CH,)R, F, Cl, Br, I, CN,
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NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH,, or C(O)OR'; or

Y' and B, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 D', and E! are independently selected H,R', OR', SR',
S(O)RY, SO,R!, C(OR!, C(O)OR!, OC(O)R', NHR',
NR"Y),, CCONHR', COIN(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R'),, NR'SO,NHR!, NR'SO,N
(RY, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH,)R', N(CH;)SO,N(CH;)R", F, Cl, Br, 1, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and B, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

D', E', andY"' are independently selected H,R*, OR', SR*,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
N(RY),, C(O)NHR?, C(O)N(R'),, NHC(O)R', NR!C(O)R?,
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R!, NR'SO,R",
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH,)R?, N(CH,)SO,N(CH,)R', F, C, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and D', together with the atoms to which they are
attached, are benzene, naphthalene, heteroarene, cycloal-
kane, cycloalkene, heterocycloalkane or heterocycloalkene;
and

B',E’, and Y* are independently selected H, R', OR', SR?,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
NR"Y),, CCONHR', COIN(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R!, NR'SO,R’,
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH;)R', N(CH;)SO,N(CH;)R", F, Cl, Br, 1, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(O)OR';

R'isR2%, R® R*orR5;

R4 is cycloalkyl, cycloalkenyl or cycloalkynyl;

R? is phenyl, which is unfused or fused with benzene,
heteroarene or R**; R*# is cycloalkane or heterocycloalkane;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*#; R34 is cycloalkane or heterocycloalkane;

R* is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**; R** is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R® is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®, NC(R*)(R%), R7, OR”, SR, S(O)R’, SO,R’,
NHR’, NR"),, C(O)R7, C(O)NH,, C(O)NHR’, C(O)
N(R”),, NHC(O)R”, NR’C(O)R’, NHSO,R’, NHC(O)OR’,
SO,NH,, SO,NHR’, SO,N(R"),, NHC(O)NH,, NHC(O)
NHR’, NHC(O)CH(CH,)NHC(O)CH(CH;)NH,, NHC(O)
CH(CH,)NHC(O)CH(CH;)NHR*, OH, (0), C(O)OH, N,
CN, NH,, CF,, CF,CF,, F, Cl, Bror I,
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R® is C,-Cs-spiroalkyl, each of which is unsubstituted or
substituted with OH, (O), N;, CN, CF;, CF,CF;, F, Cl, Br, 1,
NH,, NH(CH;) or N(CHs,),;

R% and R%? are independently selected alkyl or, together
with the N to which they are attached, R°<;

R®€ is aziridin-1-yl, azetidin-1-yl, pyrrolidin-1-yl or pip-
eridin-1-yl, each having one CH, moiety unreplaced or
replaced with O, C(O), CNOH, CNOCHj;, S, S(O), SO, or
NH;

R7isR% R, R'%orR'!;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R®*; R® is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R®*; R* is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R'?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R'%; R'%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R'?, OR', SR', S(O)R'?, SO,R'?, C(O)R'?,
CO(O)R'"?, OC(O)R"?, OC(O)OR'? NH,, NHR'? N(R'?),,
NHC(O)R'?, NR'?C(O)R'?, NHS(O),R'?, NR'2S(0),R"'?,
NHC(O)YOR'™, NR'™C(O)OR'?, NHC(O)NH,, NHC(O)
NHR'2, NHC(O)N(R'?),, NR'*C(O)NHR'?, NR'*C(O)N
(R'?),, C(O)NH,, C(O)NHR'?, C(O)N(R'?),, C(O)NHOH,
C(O)NHOR'?, C(O)NHSO,R*?, C(O)NR'?SO,R"'?,
SO,NH,, SO,NHR'?, SO,N(R'?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR'?, C(N)N(R'?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
0r%€12 is R13, R14, RIS or R16;

R'? is phenyl, which is unfused or fused with benzene,
heteroarene or R*3%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R!* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R***; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is cycloalkane, cycloalkene, heterocycloalkane or het-
erocycloalkene, each of which is unfused or fused with ben-
zene, heteroarene or R*>%; R4 is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R'9 is alkyl, alkenyl or alkynyl;

R17 is RIS, ng, R20 or R21;

R'® is phenyl, which is unfused or fused with benzene,
heteroarene or R*®4; R*®4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R'**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*°is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R**4; R?4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R?*?, OR??, SR**, S(O)R**, SO,R*?, C(O)R*,
CO(0)R*?, OC(0)R*?, OC(O)OR?%, NH,, NHR?*? N(R*?),,
NHC(O)R??, NR*>C(O)R*?, NHS(0),R**, NR**$(0),R*?,
NHC(O)OR*?, NR*C(0O)OR*?, NHC(O)NH,, NHC(O)
NHR?*?, NHC(O)N(R*?),, NR*C(O)NHR?*?, NR**C(O)N
(R??), C(O)NH,, C(O)NHR?*?, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR?, C(O)NHSO,R*?, C(O)NR?*?SO,R*?,
SO,NH,, SO,NHR*?, SO,N(R*?),, C(O)H, C(O)OH, C(N)
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NH,, C(N)NHR??, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
o Ilizz is R23, R2*or st;

R?? is phenyl, which is unfused or fused with benzene,
heteroarene or R*#; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>?*is heteroarene, which is unfused or fused with benzene,
heteroarene or R***; R*** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R?**is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R*>#; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

Z'isR*® orR?";

77 is R*®, R*® or R*%;

7' and Z** are both absent or are taken together to form
CH,, CH,CH, or Z'*4,

7' is C,-C,-alkylene having one or two CH, moieties
replaced by NH, N(CH,), S, S(O) or SO,;

L' is a R*, OR*’, SR?7, S(O)R*?, SO,R*", C(O)R?Y’,
CO(O)R*?, OC(O)R?*’, OC(O)OR>’, NHR?’, C(O)NH, C(O)
NR*?, C(O)NHOR?>?, C(O)NHSO,R>?, SO,NH, SO,NHR*’,
C(N)NH, CIN)NHR?;

R?¢ is phenylene, which is unfused or fused with benzene
or heteroarene or R?%*; R*** is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R?7 is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R*#; R?’# is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?® is phenylene, which is unfused or fused with benzene,
heteroarene or R**4; R?®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R**4; R**4 is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?° is cycloalkylene, cycloalkenylene, heterocycloalky-
lene or heterocycloalkenylene, each of which is unfused or
fused with benzene, heteroarene or R***; R*** is cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene;

R37 is a bond or R*74;

R*74 is alkylene, alkenylene, or alkynylene, each of which
is unsubstituted or substituted with one or two or three inde-
pendently selected R37%, OR3"7%, SR*7Z, S(O)R*7%, SO,R>7Z,
C(O)R?"®, CO(O)R>"®, OC(O)R*"Z, OC(O)OR*"?, NH,,
NHR?7Z| N(R*7%),, NHC(O)R*"%, NR*>’2C(O)R*’%?, NHS
(0),R>", NR*’S(0),R*"#, NHC(O)OR>"”, NR*’”C(0)
OR?*72 NHC(O)NH,, NHC(O)NHR>"Z, NHC(O)N(R>"%),,
NR*”2C(O)NHR>"Z, NR*”?C(O)N(R>"?),, C(O)NH,, C(O)
NHR>*"Z, C(O)N(R?*"#),, C(O)NHOH, C(O)NHOR>"%, C(O)
NHSO,R?*7%, C(O)NR*"?SO,R*7?, SO,NH,, SO,NHR>"%,
SO,NR?"?),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR>"?,
C(N)N(R?*7%), CNOH, CNOCH,, OH, (0), CN, N,, NO,,
CF;, CF,CF;, OCF;, OCF,CF,, F, Cl, Br and I substituents;

R3*7% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl, or heterocy-
cloalkenyl;

73 is R*®, R* or R*;

R?® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
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heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R*¢ and R*7 are sub-
stituted (i.e., if Z'“ and Z>* are absent) or further substituted
(i.e., if Z'* and Z** are present) with one or two or three or
four of independently selected R*', OR*!, SR*!, S(O)R*,
SO,R*, C(OR*, COOR*, OC(O)R*, OC(O)OR™,
NH,, NHR*, N(R*"),, NHC(O)R*', NR*'C(O)R*', NHS
(0),R*, NR*'S(O)R*, NHC(O)OR*, NR*'C(O)OR*',
NHC(O)NH,, NHC(O)NHR*!, NHC(O)N(R*"),, NR*'C(O)
NHR*, NR*'C(O)N(R*),, C(O)NH,, C(O)NHR*', C(O)N
(R*"),, C(O)NHOH, C(O)NHOR*', C(O)NHSO,R*', C(0)
NR*SO,R*, SO,NH,, SO,NHR*, SO,N(R*),, C(O)H,
C(O)OH, C(N)NH,, C(N)NHR*, C(N)N(R*'),, CNOH,
CNOCH;, OH, (0), CN, N;, NO,, CF;, CF,CF;, OCF;,
OCF,CF;, F, Cl, Bror

R41 is R42, R43, R44 or R45;

R*? is phenyl, which is unfused or fused with benzene,
heteroarene or R**#; R*** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R**is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**4; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R*®, OR*, SR*, S(O)R*®, SO,R*®, C(O)R*,
CO(O)R*, OC(O)R*®, OC(O)OR™®, NH,, NHR*S, N(R*%),,
NHC(O)R*®, NR*C(O)R*°, NHS(0),R*®, NR*®S(0),R*,
NHC(O)YOR*®, NR**C(O)OR*, NHC(O)NH,, NHC(O)
NHR*S, NHC(O)N(R*S),, NR*C(O)NHR*S, NR*°C(O)N
(R*%),, C(O)NH,, C(O)NHR*®, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R*, C(O)NR*SO,R*,
SO,NH,, SO,NHR*®, SO,N(R*%),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR*®, CIN)N(R*®),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl;

R*®is alkyl, alkenyl, alkynyl, R*’, R*® or R*’;

R*” is phenyl, which is unfused or fused with benzene,
heteroarene or R*"#; R*"# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*® is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R*#; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R*?, R**4 R* R**4
R44, R44A, R47, R47A, R48, R48A, R49, and R49A are indepen-
dently substituted with one or two or three or four of inde-
pendently selected R>°, OR>°, SR°°, S(O)R>°, SO,R>°, C(0)
R*°, CO(O)R’°, OC(O)R*’, OC(O)OR*°, NH,, NHR*,
NR>?),, NHC(O)R’°, NR*°C(O)R*°, NHS(O),R>°, NR*°S
(O),R*°, NHC(O)OR>°, NR*°C(O)OR>°, NHC(O)NH,,
NHC(O)NHR>°, NHC(O)N(R>?), NR*°C(O)NHR*°, NR*°C
(ON(R>?),, C(O)NH,, C(O)NHR>°, C(O)N(R?®),, C(O)N-
HOH, C(O)NHOR>®, C(O)NHSO,R®, C(O)NR>°SO,R*°,
SO,NH,, SO,NHR*°, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR*®, C(IN)N(R*®),, CNOH, CNOCH,, OH,
(0), CN, N3, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
Orfl{’so is RSI, Rszg R or R54;



US 9,303,025 B2

7

R>! is phenyl, which is unfused or fused with benzene,
heteroarene or R>'; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**4; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>*is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”>, OR®’, SR>, S(O)R*, SO,R>’, C(O)R™,
CO(O)R>?, OC(O)R>?, OC(O)OR?>, NH,, NHR>>, N(R*),,
NHC(O)R??, NR>>C(O)R®, NHS(0),R*>, NR>*S(0),R>?,
NHC(O)OR??, NR’C(O)OR®’, NHC(O)NH,, NHC(O)
NHR’>, NHC(O)N(R>%),, NR**C(O)NHR>>, NR>*>C(O)N
(R*%),, C(O)NH,, C(O)NHR>*, C(O)N(R?),, C(O)NHOH,
C(O)NHOR?™, C(O)NHSO,R??, C(O)NR*’SO,R*,
SO,NH,, SO,NHR>*, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR??, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
orl;

R>® is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

wherein each foregoing cyclic moiety is independently
unsubstituted, further unsubstituted, substituted or further
substituted with one or two or three or four or five of inde-
pendently selected R>, R7, OR®?, SR*7, S(O)R*?, SO,R*7,
C(O)R7, CO(O)R>?, OC(O)R*7, OC(OYOR>?, NH,, NHR*?,
N(R?"),, NHC(O)R>?, NR*’C(O)R*7, NHS(O),R>?, NR>’S
(0),R>", NHC(O)OR>’, NR’’C(O)OR®’, NHC(O)NH.,
NHC(O)NHR??, NHC(O)N(R®"),, NR*’C(O)NHR?*’,
NR*’C(ON(R>?),, C(O)NH,, C(O)NHR>’, C(O)N(R’"),,
C(O)NHOH, C(O)NHOR>’, C(O)NHSO,R*’, C(O)
NR*’SO,R*?, SO,NH,, SO,NHR’’, SO,N(R>"),, C(O)H,
C(0)OH, C(N)NH,, C(N)NHR”’, C(N)N(R*>?),, CNOH,
CNOCH;, OH, (0), CN, N,, NO,, CF;, CF,CF;, OCF,,
OCF,CF;, F, Cl, Bror1;

R>74 is spirocyclyl;

R is RSS’ RSQ, R or R61;

R>® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R>®4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R>*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%4; R% is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R® is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®2, OR®%, SR%, S(O)R®*, SO,R®, C(O)R%,
CO(O)R??, OC(O)R??, OC(OYOR®? NH,, NHR? N(R),,
NHC(O)R??, NR®C(O)R%, NHS(0),R%, NR**S(0),R*,
NHC(O)OR®?, NR®*C(O)OR®?, NHC(O)NH,, NHC(O)
NHR®?, NHC(O)N(R%?),, NR®>*C(O)NHR®?, NR*C(O)N
(R%),, C(O)NH,, C(O)NHR®?, C(O)N(R%?),, C(O)NHOH,
C(O)NHOR®?, C(O)NHSO,R%, C(O)NR?*SO,R%,
SO,NH,, SO,NHR®, SO,N(R®?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR®?, CIN)N(R??),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or %{62 is R63, R64, R or R66;
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R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%4; R%*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R is heteroaryl, which is unfused or fused with benzene,
heteroarene or R%; R%*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R% is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%%; R%>4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®®is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®7, ORY, SR%, S(O)RY", SO,R", C(O)RY,
CO(0)R%”, OC(O)RY?, OC(O)OR®?, NH,, NHR”, N(R%7),,
NHC(O)RY, NR¥C(O)R%, NHS(0O),R%, NR®*’$(0),R,
NHC(O)YOR®, NRY’C(O)OR%’, NHC(O)NH,, NHC(O)
NHR%, NHC(O)N(R®"),, NR¥C(O)NHR®’, NR¥’C(O)N
(R%7),, C(O)NH,, C(O)NHR®”, C(O)N(R®"),, C(O)NHOH,
C(O)NHORY, C(O)NHSO,RY, C(O)NR?’SO,RY,
SO,NH,, SO,NHR®", SO,N(R%),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR®”, CIN)N(R"),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or I substituents;

R% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl;

wherein the moieties represented by R>74, R>#, R>®, R%,
R, R%*, R, and R% are unsubstituted or substituted with
one or two or three or four of independently selected R%,
OR%, SR, S(O)R®, SO,R®®, C(O)R®, CO(O)R®®, OC(O)
R%, OC(OYOR®®, NH,, NHR®®, N(R®),, NHC(O)R®,
NR®C(0)R, NHS(0),R®, NR*®S(0),R %, NHC(O)OR®,
NR®C(O)OR®®, NHC(O)NH,, NHC(O)NHR®®, NHC(O)N
(R%),, NROC(O)NHR®, NRC(O)N(R®),, C(O)NH,,
C(O)NHR®, C(O)N(R®®),, C(OINHOH, C(O)NHOR®,
C(O)NHSO,R%, C(O)NR**SO,R®®, SO,NH,, SO,NHR,
SO,NR®),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR®,
C(IN)N(R®®),, CNOH, CNOCH,, OH, (0), CN, N;, NO.,,
CF,, CF,CF,, OCF,, OCF,CF,, F,Cl, Bror I,

R%is R69, R70, R or R72;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%4; R4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R7° is heteroaryl, which is unfused or fused with benzene,
heteroarene or R7%4; R7%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”! is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R7*; R”* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”?is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”?, OR”*, SR™, S(O)R”, SO,R”*, C(O)R™,
CO(O)R™, OC(O)R™, OC(O)OR"?, NH,, NHR"?, N(R7),,
NHC(O)R™, NR™C(O)R”>, NHS(0O),R”*, NR”*S(0),R™,
NHC(O)YOR”, NR’C(O)OR™, NHC(O)NH,, NHC(O)
NHR”?, NHC(O)N(R™),, NR”>C(O)NHR”?, NR"*C(O)N
(R7),, C(O)NH,, C(O)NHR"?, C(O)N(R"?),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R™, C(O)NR’SO,R™,
SO,NH,, SO,NHR”*, SO,N(R"?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR”?, C(IN)N(R™),, CNOH, CNOCH,, OH,
(0), CN, N,;, NO,, CF;, CF,CF;, OCF,, OCF;, OCF,CF,, F,
Cl, Brorl,;

R”® is alkyl, alkenyl, alkenyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and
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the moieties represented by R%, R7, and R7* are unsub-
stituted or substituted with one or two or three or four of
independently selected NH,, C(O)NH,, C(O)NHOH,
SO,NH,, CF,, CF,CF,, C(O)H, C(O)OH, C(N)NH,, OH,
(0), CN, N;, NO,, CF;, CF,CF;, OCF,, OCF,CF;, F, Cl, Br
orl.

Another embodiment pertains to a compound having For-
mula (II)

an

Yl
El B!
/
o If
O§\\S x A
0, NH D!
(RIOO)n
\ 0 \
| | /(RIOI)m,
/ /
ZZ
g
L

or a therapeutically acceptable salt thereof, wherein

R is as described for substituents on R?®;

nis 0, 1, 2, or 3;

R'° is as described for substituents on R*?*;

mis1,2,3, 4, or5;

Alis Nor C(A%);

A?isH,R!,OR?, SR!, S(O)R!, SO,R!, C(O)R', C(O)OR?,
OC(O)R', NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR!,
NR!C(O)NR'),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NR!'),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NIDN(RH),NHSO,NHR', NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,) CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

B'isH,R!, OR!, SR, S(O)RY, SO,RY, C(O)R!, C(O)OR?,
OC(O)R', NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR!, NHC(O)N(RY),, NR'C(O)NHR',
NR!C(O)NR'),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NR!'),,
NR!SO,NHR!, NR!'SO,N(RY,, C(O)NH,NOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR!,
C(NH)N(RY, NHSO,NHR', NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,), CF,, C(O)OH, C(O)NH, or C(O)
ORIA;

D'is H,R',OR!,SR', S(O)R?, SO,R!, C(O)R!, C(O)OR?,
OC(O)R', NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R', NR'C(O)R', NHC(O)OR', NR'C(O)OR', NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR!C(O)NR'),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R', NR'SO,R!, NHSO,NHR!, NHSO,N(R'),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
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NHNOR', C(O)NHSO,R', CMNH)NH,, C(NHNHR',
C(NH)N(RY, NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH;)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,), CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

E'isH,R', OR', SR', S(O)R', SO,R', C(O)R', C(O)OR",
OC(O)R', NHR', N(R"),, C(O)NHR', C(O)N(R"),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(0)OR!, NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R"),, NR'C(O)NHR',
NR'C(ON(R"Y),,  SO,NH,, SO,NHR', SO,N(R"),,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,N(R!'),,
NR'SO,NHR', NR'SO,N(R"),, C(ONHNOH, C(O)
NHNOR', C(O)NHSO,R', CMNH)NH,, C(NHNHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N5, OH, C(O)H,
CHNOH, CH(NOCHy;), C(O)OH, C(O)NH, or C(OYOR';
and

Y' is H, CN, NO,, C(O)OH, F, Cl, Br, I, CF,, OCF,
CF,CF,, OCF,CF;, R"7, OR'7, C(O)R'7, C(O)OR'?, SR"7,
SO,R'7, NH,, NHR'?, N(R'7),, NHC(O)R'?, C(O)NH,,
C(O)NHR'”, C(ON(R'7),, NHS(O)R'” or NHSO,R'7; or

E' and Y', together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A?, B!, and D* are independently selected H, R*, OR', SR*,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
NRY),, C(O)NHR', C(O)N(R'),, NHC(O)R', NR!C(O)R?,
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(RY),, NR!C(O)NHR, NR!C(O)NRY),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R’,
C(NH)NH,, CNH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH,)R?, N(CH,)SO,N(CH,)R', F, C, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

Y' and B!, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 D', and E! are independently selected H,R*, OR*, SR*,
S(O)RY, SO,R!, C(O)R!, C(O)OR!, OC(O)R', NHR',
NQR"Y),, C(O)NHR', C(ON(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(RY),, NR!C(O)NHR, NR!C(O)NRY),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R'Y),, NR'SO,NHR!, NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH,)R', N(CH;)SO,N(CH;)R", F, Cl, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH_or C(O)OR™; or

A? and B!, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

D', E',andY" are independently selected H,R', OR", SR,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
NQRY),, C(O)NHR', C(ON(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R?, NR'SO,R’,
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R’,
C(NH)NH,, CNH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH;)R', N(CH;)SO,N(CH;)R", F, Cl, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or
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A? and D', together with the atoms to which they are
attached, are benzene, naphthalene, heteroarene, cycloal-
kane, cycloalkene, heterocycloalkane or heterocycloalkene;
and

B',E!, and Y" are independently selected H, R*, OR', SR*,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
N(RY),, C(O)NHR?, C(O)N(R'),, NHC(O)R', NR!C(O)R?,
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(RY),, NR!C(O)NHR, NR!C(O)NRY),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R’,
C(NH)NH,, C(NH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH,)R?, N(CH,)SO,N(CH,)R', F, C, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(O)OR*;

R'isR? R?, R*orR>;

R4 is cycloalkyl, cycloalkenyl or cycloalkynyl;

R? is phenyl, which is unfused or fused with benzene,
heteroarene or R*#; R*# is cycloalkane or heterocycloalkane;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*>#; R># is cycloalkane or heterocycloalkane;

R* is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**; R** is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R? is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®, NC(R*)R%?), R7, OR”, SR, S(O)R’, SO,R’,
NHR’, N(R"),, C(O)R?, C(O)NH,, C(O)NHR’, C(O)
N(R"),, NHC(O)R”, NR’C(O)R”, NHSO,R”, NHC(O)OR’,
SO,NH,, SO,NHR’, SO,N(R"),, NHC(O)NH,, NHC(O)
NHR’, NHC(O)CH(CH,)NHC(O)CH(CH,)NH,, NHC(O)
CH(CH;)NHC(O)CH(CH,)NHR’, OH, (O), C(O)OH, N,
CN, NH,, CF,, CF,CF,, F, Cl, Bror I,

RS is C,-C,-spiroalkyl, each of which is unsubstituted or
substituted with OH, (O), N, CN, CF,, CF,CF;, F, Cl, Br, 1,
NH,, NH(CH;) or N(CHs,),;

R%! and R%” are independently selected alkyl or, together
with the N to which they are attached, R°<;

R%€ is aziridin-1-yl, azetidin-yl, pyrrolidin-1-y1 or piperi-
din-1-yl, each having one CH, moiety unreplaced or replaced
with O, C(O), CNOH, CNOCHj, S, S(0), SO, or NH;

R7isR® R%, R'° orR'';

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R®*; R®* is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R%4; R% is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R'?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R'®4; R'? is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R'?, OR', SR', S(O)R'?, SO,R'?, C(O)R'?,
CO(O)R?, OC(O)R'?, OC(O)YOR'?, NH,, NHR'2, N(R'?),,
NHC(O)R'?, NR'>C(O)R'?, NHS(O),R'?, NR'*S(0),R'?,
NHC(O)OR'?, NR'>C(O)OR'?, NHC(O)NH,, NHC(O)
NHR?, NHC(O)N(R'?),, NR'?C(O)NHR'?, NR'?*C(O)N
(R'?),, C(O)NH,, C(O)NHR'?, C(O)N(R'?),, C(O)NHOH,
C(O)NHOR'2, C(O)NHSO,R'?, C(O)NR'?SO,R"'?,
SO,NH,, SO,NHR'?, SO,N(R'?),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR'?, CIN)N(R'?),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl;
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R2is R13, RM, RS or R16;

R*? is phenyl, which is unfused or fused with benzene,
heteroarene or R*3%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'*is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**4; R'* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is cycloalkane, cycloalkene, heterocycloalkane or het-
erocycloalkene, each of which is unfused or fused with ben-
zene, heteroarene or R*>%; R4 is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R'®is alkyl, alkenyl or alkynyl;

RV s RlS, ng, R or Rzl;

R'® is phenyl, which is unfused or fused with benzene,
heteroarene or R*®4; R*®4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R'*4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*°is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R**4; R?°4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R?*?, OR?*?, SR*?, S(O)R**, SO,R*?, C(O)R*,
CO(O)R??, OC(O)R?*?, OC(O)OR?? NH,, NHR?? N(R*?),,
NHC(O)R?*?, NR**C(O)R**, NHS(0),R*?, NR*2S(0),R*?,
NHC(O)YOR?*?, NR*C(0)OR*?, NHC(O)NH,, NHC(O)
NHR?*?, NHC(O)N(R*?), NR**C(O)NHR?*?, NR**C(O)N
(R??),, C(O)NH,, C(O)NHR?*?, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR?>?, C(O)NHSO,R*?, C(O)NR?**SO,R?,
SO,NH,, SO,NHR*?, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR?*?, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
0r]¥£22 iS R23, R24 or R25;

R?? is phenyl, which is unfused or fused with benzene,
heteroarene or R*4; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R**isheteroarene, which is unfused or fused with benzene,
heteroarene or R**; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*® is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R*>#; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

Z?is R*®, R* orR*;

7' and 7** are both absent or are taken together to form
CH,, CH,CH, or Z"*4,

7% is C,-C¢-alkylene having one or two CH, moieties
replaced by NH, N(CH,), S, S(O) or SO,;

L' is a R*7, OR*’, SR*", S(O)R*7, SO,R*’, C(O)R*’,
CO(0)R*?, OC(O)R?*’, OC(0)OR>’, NHR?’, C(O)NH, C(O)
NR*’, C(O)NHOR??, C(O)NHSO,R>?, SO,NH, SO,NHR*’,
C(N)NH, C(N)NHR>7;

R?® is phenylene, which is unfused or fused with benzene,
heteroarene or R*®*4; R?®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*® is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R**#; R*** is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R is cycloalkylene, cycloalkenylene, heterocycloalky-
lene or heterocycloalkenylene, each of which is unfused or
fused with benzene, heteroarene or R>**; R*°4 is cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene;

R?7 is a bond or R*7;
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R*74 is alkylene, alkenylene, or alkynylene, each of which
is unsubstituted or substituted with one or two or three inde-
pendently selected R*”Z OR*?, SR*’Z, S(O)R>"Z, SO,R>"%
C(O)R?"®, CO(O)R*>™®, OC(O)R*"Z, OC(O)OR*"?, NH.,
NHR?7Z| N(R*7%),, NHC(O)R*"%, NR*>’2C(O)R*’#, NHS
(0),R>", NR*’S(0),R*"#, NHC(O)OR>"”, NR*"”C(0)
OR?*72 NHC(O)NH,, NHC(O)NHR>"Z, NHC(O)N(R>"%),,
NR*”2C(O)NHR>"Z, NR*”?C(O)N(R>"?),, C(O)NH,, C(O)
NHR?7Z, C(O)N(R*7%),, C(O)NHOH, C(O)NHOR>"2, C(0)
NHSO,R>7®, C(O)NR?7?SO,R*"?, SO,NH,, SO,NHR>"?,
SO,NR?"?),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR>"?,
C(N)N(R?*7%),, CNOH, CNOCH,, OH, (O), CN, N3, NO,,
CF;, CF,CF;, OCF;, OCF,CF,, F, Cl, Br and I substituents;

R3*7% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl, or heterocy-
cloalkenyl;

7% is R*®, R or R*;

R?® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene:

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R** are independently
substituted with one or two or three or four of independently
selected R?°, OR?°, SR*°, S(O)R*°, SO,R*°, C(O)R*°,
CO(O)R>®, OC(O)R>®, OC(OYOR?®, NH,, NHR>®, N(R*%),,
NHC(O)R?®, NR*°C(O)R°, NHS(0),R°, NR*°S(0),R>°,
NHC(O)OR*°, NR*°C(O)OR*°, NHC(O)NH,, NHC(O)
NHR*°, NHC(O)N(R*"),, NR*°C(O)NHR>°, NR*°C(O)N
(R>%),, C(O)NH,, C(O)NHR>°, C(O)N(R>°),, C(O)NHOH,
C(O)NHOR?°, C(O)NHSO,R°, C(O)NR*°SO,R*°,
SO,NH,, SO,NHR*’, SO,N(R>%),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR?®, CIN)N(R*®),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or II{’SO is RSI, Rszg R or R54;

R>! is phenyl, which is unfused or fused with benzene,
heteroarene or R>; R> is cycloalkane, cycloalkane, het-
erocycloalkane or heterocycloalkene;

R°? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R***; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>* is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R*>, OR®, SR*’, S(O)R*, SO,R*, C(O)R>>,
CO(O)R??, OC(O)R>?, OC(OYOR??, NH,, NHR>> N(R*),,
NHC(O)R>?, NR>>C(O)R**, NHS(0),R>>, NR*>S(0),R>,
NHC(O)OR??, NR*>’C(O)OR>>, NHC(O)NH,, NHC(O)
NHR?>?, NHC(O)N(R®),, NR*>C(O)NHR>?, NR>>C(O)N
(R*%),, C(O)NH,, C(O)NHR>>, C(O)N(R>?),, C(O)NHOH,
C(O)NHOR?™, C(O)NHSO,R??, C(O)NR*’SO,R*,
SO,NH,, SO,NHR>, SO,N(R>?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR??>, CIN)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
orl;

R>® is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

10

15

20

25

30

35

40

45

50

55

60

65

14

wherein each foregoing cyclic moiety is independently
unsubstituted, further unsubstituted, substituted or further
substituted with one or two or three or four or five of inde-
pendently selected R>, R7, OR®?, SR*7, S(O)R*?, SO,R*7,
C(O)R*7, CO(O)R*7, OC(O)R>?, OC(O)OR>’, NH,,, NHR>?,
NR>"),, NHC(O)R7, NR*’C(O)R>7, NHS(O),R>7, NR*>’S
(0),R*7, NHC(O)OR>’, NR*’C(O)OR®’, NHC(O)NH.,,
NHC(O)NHR??, NHC(O)N(R®*"),, NR*’C(O)NHR?*’,
NR*’C(O)N(R>?"),, C(O)NH,, C(O)NHR>?, C(O)N(R’"),,
C(ONHOH, C(O)NHOR>’, C(O)NHSO,R*’, C(O)
NR*’SO,R%7, SO,NH,, SO,NHR>’, SO,N(R*"),, C(O)H,
C(O)OH, C(N)NH,, C(N)NHR”’, C(N)N(R*>?),, CNOH,
CNOCH;, OH, (0), CN, N;, NO,, CF;, CF,CF;, OCF;,
OCF,CF;, F,Cl, Brorl,

R>7 is spirocyclyl;

R is RSS’ RSQ, R or R61;

R>® is phenyl, which is unfused or fused with benzene,
heteroarene or R>®4; R>®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R>*%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%4; R%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®2, OR®%, SR%, S(O)R®*, SO,R%*, C(O)R%,
CO(O)R?, OC(O)R%, OC(0)OR®, NH,, NHR, N(R%),,
NHC(O)R?, NR®C(O)R?, NHS(0),R*, NR**$(0),R,
NHC(O)OR®?, NR®C(O)OR®%?, NHC(O)NH,, NHC(O)
NHR®, NHC(O)N(R%?),, NR®*C(O)NHR®, NR*C(O)N
(R%%),, C(O)NH,, C(O)NHR®?, C(O)N(R%?),, C(O)NHOH,
C(O)NHOR®, C(O)NHSO,R®, C(O)NR?*SO,R%,
SO,NH,, SO,NHR%, SO,N(R®%),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR®, C(N)N(R®?),, CNOH, CNOCH,, OH,
(0), CN, N3, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
Orfl{,@ is R63, R64, R or R66;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%%; R% is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R%*4; R%* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R% is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%%4; R%>4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®®is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®7, OR®7, SR, S(O)R®?, SO,R%", C(O)R®?, CO(O)
R%, OC(O)R?’, OC(O)OR?’, NH,, NHR”, N(R®"),, NHC
(O)R%, NR¥C(0)R%”, NHS(0),R%, NRY"S(0),R%, NHC
(O)OR®”, NR*’C(0)OR®’, NHC(O)NH,, NHC(O)NHR®’,
NHC(O)N(RS"),, NR¥C(O)NHR®”, NR®’C(O)NR®),,
C(O)NH,, C(O)NHR?%, C(O)N(R®"),, C(O)NHOH, C(O)N-
HOR®’, C(O)NHSO,R?, C(O)NR*’SO,R%’, SO,NH.,,
SO,NHR®?, SO,N(R),, C(O)H, C(O)OH, C(N)NH,,, C(N)
NHR®”, CIN)N(R®"),, CNOH, CNOCH,, OH, (O), CN, N,
NO,, CF,, CF,CF;, OCF;, OCF,CF,, F, Cl, Br or I substitu-
ents;

R% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl;
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wherein the moieties represented by R*74, R>® R>®, R%,
R%3, R®, R®, and R%7 are unsubstituted or substituted with
one or two or three or four of independently selected R%,
OR%®, SR, S(O)R®, SO,R®®, C(O)R®, CO(O)R®, OC(0)
R%, OC(O)OR®, NH,, NHR®, N(R%), NHC(O)R®,
NRPC(O)R®, NHS(0),R %, NR%®S(0),R®, NHC(O)OR*,
NRC(O)YOR®®, NHC(O)NH,, NHC(O)NHR®®, NHC(O)N
(R%),, NROC(O)NHR®, NRC(O)N(R®),, C(O)NH,,
C(O)NHR®®, C(O)N(R®®),, C(O)NHOH, C(O)NHOR®,
C(O)NHSO,R%, C(O)NR**SO,R®®, SO,NH,, SO,NHR,
SO,N(R%),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR®,
C(N)N(R®®),, CNOH, CNOCH,, OH, (0), CN, N;, NO.,,
CF,, CF,CF;, OCF,, OCF,CF,, F,Cl, Bror I,

R68 iS R69, R70, R71 or R72;

R% is phenyl, which is unfused or fused with benzene,
heteroarene or R%#; R%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R7° is heteroaryl, which is unfused or fused with benzene,
heteroarene or R7%4; R74 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R7! is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R”**; R”*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R"? is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”?, OR”*, SR™, S(O)R”, SO,R”*, C(O)R™,
CO(O)R”?, OC(O)R”?, OC(OYOR"?, NH,, NHR"?, N(R7),,
NHC(O)R"?, NR>C(O)R”*, NHS(0O),R”*, NR”*S(0),R”,
NHC(O)OR”?, NR?’C(O)OR™, NHC(O)NH,, NHC(O)
NHR”?, NHC(O)N(R™),, NR7>C(O)NHR"?, NR*C(O)N
(R™),, C(O)NH,, C(O)NHR"?, C(O)N(R"?),, C(O)NHOH,
C(O)NHOR"?, C(O)NHSO,R™, C(O)NR’SO,R™,
SO,NH,, SO,NHR”*, SO,N(R"?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR”?, CIN)N(R™),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl;

R7 is alkyl, alkenyl, alkenyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

the moieties represented by R®, R7, and R7* are unsub-
stituted or substituted with one or two or three or four of
independently selected NH,, C(O)NH,, C(O)NHOH,
SO,NH,, CF,, CF,CF;, C(O)H, C(O)OH, C(N)NH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl.

Still another embodiment pertains to a compound of For-
mula I or Formula II, wherein A' is C(A?); and A* is H.

Still another embodiment pertains to a compound of For-
mula I or Formula II, wherein A' is C(A%); A% is H; and B! is
NHR'.

Still another embodiment pertains to a compound of For-
mula I or Formula II, wherein A' is C(A%); A® is H; B is
NHR!: and D' is H.

Still another embodiment pertains to a compound of For-
mula I or Formula II, wherein A' is C(A%); A% is H; B! is
NHR'; D' is H; and E* is H.

Still another embodiment pertains to a compound of For-
mula I or Formula II, wherein A' is C(A%); A® is H; B! is
NHR!; D' is H; B is H; and Y* is NO,.

Still another embodiment pertains to compounds having
Formula I, which are
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-((dimethylamino )methyl)phenoxy)-N-((3-nitro-4-

((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-

nyl)benzamide;
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4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(methylamino)phenoxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-nitrophenoxy)-N-((3-nitro-4-((tetrahydro-2H-pyran-
4-ylmethyl)amino)phenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(hydroxymethyl)phenoxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1-biphenyl-2-yl)methyl)piperazin-1-yl)-
N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)
sulfonyl)-2-((1-methyl-1H-indol-4-yl)oxy)benzamide;
2-(3-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(4-aminophenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-yl)
methyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(3-aminophenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-yl)
methyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-methoxyphenoxy)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(dimethylamino)phenoxy)-N-((3-nitro-4-((tetrahy-
dro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-cyanophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
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4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-6-yl)oxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-5-yl)oxy)-N-((4-((3-mor-
pholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-(2-methyl-1,3-benzothiazol-5-yl)oxy)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)-3-oxopropyl)phenoxy)-N-((3-
nitro-4-((tetrahydro-2-H-pyran-4-ylmethyl)amino)phe-
nyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)-2-oxoethyl)phenoxy)-N-((3-ni-
tro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)propyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)ethyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
2-(5-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-yl)-2-
(3-nitro-4-((tetrahydro-2H-pyran-4-yl)methylamino)phe-
nylsulfonylcarbamoyl)phenoxy)-N,N-dimethylbenza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-((dimethylamino )methyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-(3-morpholin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2,4-dimethyl-1,3-thiazol-5-yl)phenoxy)-N-((4-((3-
morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(3,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((4'-chloro-4-(2-(dimethylamino)ethoxy)-1,1'-biphe-
nyl-2-yD)methyl)piperazin-1-yl)-2-(3-chlorophenoxy)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl)methyl)piperazin-1-yl)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino)ethoxy )phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
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2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
isopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
2-(2-chlorophenoxy )-4-(4-((2-(4-chlorophenyl)cyclohex-1-
en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((3-methyl-1H-indazol-4-y1)
0xy)-N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophe-
nyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(3-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
yleyclohex  1-en-1-yl)methyl)piperazin-1-yl)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
ethylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((3-nitro-
4-((1,2,2,6,6-pentamethylpiperidin-4-yl)amino )phenyl)
sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((3-
nitro-4-((1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)
amino)phenyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-y1)-2-((7-fluoro-1H-indol-5-yl)oxy)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((3-morpholin-4-ylpropyl )amino)-3-nitrophenyl)sul-
fonyl)benzamide;
2-(3-chlorophenoxy )-4-(4-((4'-chloro-4-(2-pyrrolidin-1-yl-
ethyl)-1,1"-biphenyl-2-yl)methyl)piperazin-1-y1)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,3-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((3-methyl-1H-indazol-4-y1)
oxy)-N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophe-
nyl)sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)cyclohept-1-
en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl)benzamide;
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4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-y1)-N-((4-((1-methylpiperidin-4-y1)
amino)-3-nitrophenyl)sulfonyl)-2-(3-(trifluoromethyl)
phenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-((2-0x0-1,2,3,4-tetrahydroquinolin-5-yl)oxy)
benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-((trifluoromethyl)sulfo-
nyl)phenyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-chloro-4-fluorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclopent-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2-chloro-3-(trifluoromethyl)
phenoxy)-N-((4-((1-methylpiperidin-4-yl)amino)-3-ni-
trophenyl)sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
cyclopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1-biphenyl-2-yl)methyl)piperazin-1-yl)-
2-((1-methyl-1H-indol-4-yl)oxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-morpholin-4-ylphenoxy)-N-((4-(4-(3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-((3-(3-morpholin-4-yl-3-oxopropyl)-1H-in-
dol-5-yl)oxy)benzamide;
2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-cyanophenoxy )-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-morpholin-4-yl-3-oxopropyl)-1H-indol-5-y1)
0xy)-N-((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)
amino)phenyl)sulfonyl)benzamide;
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4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-morpholin-4-ylpropyl)-1H-indol-5-y1)oxy)-N-
((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-((dimethylamino)methyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(1H-imidazol-1-yl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-nitrophenoxy)-N-((4-((tetrahydro-2H-pyran-4-ylm-
ethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-ylm-
ethyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-((ethylamino)methyl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(ethylamino)methyl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
2-(4-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-2-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-3-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino )ethyl)phenoxy )-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
2-(4-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-morpholin-4-ylphenoxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-5-yl)oxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
tert-butyl 4-(3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-
ylmethyl)amino)phenyl)sulfonyl)amino)carbonyl)phe-
noxy )phenyl)piperazine-1-carboxylate;
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2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl1)-N-((4-((3-(dimethylamino)pro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-morpholin-4-ylethoxy)phenoxy )-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)-2-((2-0x0-1,2,3,4-tetrahydroquinolin-5-
yloxy)benzamide;
2-(4-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
tert-butyl 4-(4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)amino)carbonyl)phenoxy)
phenyl)piperazine-1-carboxylate;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-pyridin-4-ylphenoxy )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-4-ylphenoxy )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-3-ylphenoxy )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((1-methyl-1H-benzimidazol-5-yl)oxy)-N-((4-((3-mor-
pholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)benza-
mide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-2-((3-
(methylcarbamoyl)phenoxy)-N-(4-(3-morpholinopropy-
lamino)-3-nitrophenylsulfonyl)benzamide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-N-(4-
(3-(dimethylamino)propylamino)-3-nitrophenylsulfo-
nyl)-2-(3-(methylcarbamoyl)phenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-(dimethylamino)propyl)-1H-indol-5-yl)oxy)-N-
((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-(3-(hydroxymethyl)phenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((4-methoxybenzyl)oxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
N-(4-((4-aminotetrahydro-2H-pyran-4-yl)methylamino)-3-
nitrophenylsulfonyl)-2-(3-chlorophenoxy)-4-(4-((2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-enyl)methyl)pip-
erazin-1-yl)benzamide;
4-(4-(1-(4'-chlorobiphenyl-2-yl)ethyl)piperazin-1-y1)-2-(2-
chlorophenoxy)-N-(3-nitro-4-((tetrahydro-2H-pyran-4-
yDmethylamino)phenylsulfonyl)benzamide;
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N-{[4-{4-[(4'-chloro-1,1"-biphenyl-2-y])methyl]piperazin-
1-y1}-2-(3,5-dichlorophenoxy)phenyl]sulfonyl }-4-[(1-
methylpiperidin-4-yl)amino|-3-nitrobenzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({3-ni-
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]|
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({4-[(3-
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)
amino]phenyl } sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-cyclopentylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(4-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-cyclopropylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({4-[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonoyl)-2-(2,3-difluo-
rophenoxy)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(2-fluorophe-
noxy )benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({3-ni-
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]|
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({4-[(3-
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({4-[(2-
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben-
zamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)
amino]phenyl } sulfonyl)benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(3-fluorophenoxy)-N-({4-[(2-
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben-
zamide;

24
y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-(2,3-difluorophe-
noxy)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

N-({4-[(1-allylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-

ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- 10 (2,3-difluorophenoxy)benzamide;
[(1-cyclopentylpiperidin-4-yl)amino]-3- 2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
nitrophenyl}sulfonyl)benzamide; 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- ({4-[(1-methylpiperidin-4-yl)amino]-3-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- 15 nitrophenyl}sulfonyl)benzamide;
[(1-methylpiperidin-4-yl)amino]-3-[ (triftuoromethyl)sul- 2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
fonyl]phenyl}sulfonyl)benzamide; 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1,1'- ({4-[(3-morpholin-4-ylpropyl)amino]-3-
yl]methyl }piperazin-1-yl)-N-({4-[(1-cyclopropylpiperi- nitrophenyl}sulfonyl)benzamide;
din-4-yl)amino]-3-nitrophenyl}sulfonyl)-2-(3-fluorophe- 20 2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
noxy)benzamide; 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] ({3-nitro-4-[(3-pyrrolidin-1-ylpropyl)amino]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin- phenyl}sulfonyl)benzamide;
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2,3-difluorophe- 2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
noxy)benzamide; 25 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] ({4-[(2-morpholin-4-ylethyl)amino]-3-
methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin- nitrophenyl}sulfonyl)benzamide;
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2-fluorophe- 2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
noxy)benzamide; 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] 30  ({4-[(1-methylpiperidin-4-yl)amino]-3-
methyl} )piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-({4- nitrophenyl}sulfonyl)benzamide;
[(2-morpholin-4-ylethyl)amino]-3-nitrophenyl} sulfonyl) 2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
benzamide; 4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] ({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(3- 35  amino]phenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

nitro-4-{[1-(thien-3-ylmethyl)piperidin-4-yl]

amino }phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-N-[(4-[3-(dimethylamino)propyl]

2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-

amino)-3-nitrophenyl)sulfonyl]-2-(2-fluorophenoxy)ben- 40 2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
zamide; ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] {[(1-methylpiperidin-4-yl)methyl]lamino}-3-nitrophenyl)
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro- sulfonyl]benzamide;
pyllamino}-3-nitrophenyl)sulfonyl]-2-(3-fluorophenoxy) 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; 45 methyl}piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-[(4-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] {[(1-methylpiperidin-4-yl)methyl]lamino}-3-nitrophenyl)
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro- sulfonyl]benzamide;
pyllamino)}-3-nitrophenyl)sulfonyl]-2-(4-fluorophe- 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
noxy)benzamide; methyl}piperazin-1-y1)-2-[(4-fluoro-1H-indol-5-yl)oxy]-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] 50 N-({4-[(1-methylpiperidin-4-yl)amino]-3-
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(4- nitrophenyl}sulfonyl)benzamide;
{[1-(2-flucroethyl)piperidin-4-yl]amino } -3-nitrophenyl) 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
sulfonyl|benzamide; methyl}piperazin-1-y1)-2-[3-(methoxymethoxy)-2-meth-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- ylphenoxy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
ethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-N-({4- 55 nitrophenyl}sulfonyl)benzamide;
[(2-morpholin-4-ylethyl)amino]-3-nitrophenyl} sulfonyl) 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; methyl}piperazin-1-y1)-2-(3-hydroxy-2-methylphenoxy)-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- N-({4-[(1-methylpiperidin-4-yl)amino]-3-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4- nitrophenyl}sulfonyl)benzamide;
{[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo- 60 2-(3-bromophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
nyl]benzamide; ethyl-5,6-dihydro-2H-pyran-3-yl|methyl}piperazin-1-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4- nitrophenyl}sulfonyl)benzamide;
{[3-(4-methylpiperazin-1-yl)propyl]amino}-3-nitrophe- 4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
nyl)sulfonyl|benzamide; 65  pyran-3-yl]methyl}piperazin-1-y1)-2-(3-iodophenoxy)-

N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(2-hydroxyethyl)piperidin-4-yl]amino }-3-nitrophe-
nyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(3-

nitro-4-{[1-(2-phenylethyl)piperidin-4-ylJamino } phenyl)

sulfonyl|benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3,4-dichlorophenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)

benzamide;
2-(2-chloro-3,5-difluorophenoxy)-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3-methoxyphenoxy)-N-({4-

[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)

benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-[3-(hydroxymethyl )phenoxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-{[4-

({1-[2-(2-methoxyethoxy)ethyl|piperidin-4-y1}amino)-3-

nitrophenyl]sulfonyl}benzamide;

2-(2-chloro-3-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-

N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(3-
nitro-4-{[1-(3-phenylpropyl)piperidin-4-y1]
amino }phenyl)sulfonyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(2-methoxyethyl)piperidin-4-yl]Jamino }-3-nitrophe-
nyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1-ethylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1-isopropylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3-hydroxyphenoxy)-N-({4-

[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)

benzamide;

2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-

(t{4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
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({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;

2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4
{[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo-
nyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-methoxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-{[6-(4-chlorophenyl)-1,3-benzo-
dioxol-5-yl|methyl}piperazin-1-y1)-N-({4-[(1-methylpip-
eridin-4-yl)amino]-3-nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl}piperazin-1-
y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-(2,3-difluorophe-
noxy)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl]benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
({1-[2-(dimethylamino)-2-oxoethyl]piperidin-4-
yl}amino)-3-nitrophenyl]sulfonyl }benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[1-(2-morpholin-4-ylethyl)piperidin-4-yl]amino} -3-ni-
trophenyl)sulfonyl|benzamide;
N-[(4-{[(4-aminotetrahydro-2H-pyran-4-yl)methyl]amino } -
3-nitrophenyl)sulfonyl]-2-(2-chlorophenoxy)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[(4-hydroxy-1-methylpiperidin-4-yl)methyl]lamino}-3-
nitrophenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|phenyl} sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[(38)-1-methylpyrrolidin-3-yl]amino } -3-nitrophenyl)
sulfonyl]benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(3R)-1-methylpyrrolidin-3-yl]amino } -3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)-2-[3-(1H-pyrrol-2-y1)
phenoxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-[ (4-{[(4-
hydroxy-1-methylpiperidin-4-yl)methyl]amino }-3-nitro-
phenyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino|phenyl }sulfonyl )benzamide;
tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-y1)-2-{[({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl } sulfonyl)amino)
carbonyl }phenoxy)-1H-indole-1-carboxylate;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[4-(dimethylamino)cyclohexyl]amino }-3-nitrophenyl)
sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[4-(diethylamino)cyclohexyl]amino}-3-nitrophenyl)sul-
fonyl|benzamide;
Trans-2-(3-chlorophenoxy)-4-(4-{[2-(4-chloropheny1)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-{4-[1-(4'-chloro-1,1'-biphenyl-2-yl)ethyl|piperazin-1-y1} -
2-(2-chlorophenoxy)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yDamino]phenyl}sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yl|methyl }piperazin-1-yl)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-[(trifluorom-
ethyl)sulfonyl|phenyl}sulfonyl)benzamide;
2-({1,3-bis[(4-methylpiperazin-1-yl)methyl]-1H-indol-4-
yl}oxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
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hex-1-en-1-yl]methyl }piperazin-1-y1)-N-[(4-{[3-(dim-
ethylamino)propyl]amino}-3-nitrophenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyl]lamino }-3-nitrophenyl)sulfonyl]-2-({3-[(4-methylpip-
erazin-1-yl)methyl]-1H-indol-4-yl }oxy)benzamide;
2-(5-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-enyl)
methyl)piperazin-1-yl)-2-(4-(1-methylpiperidin-4-
ylamino)-3-nitrophenylsulfonylcarbamoyl)phenoxy)-N,
N-dimethylbenzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl}sulfonyl)-2-{[2-
(trifluoromethyl)-1H-indol-4-yl]oxy }benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|phenyl} sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-nitrophenyl}sulfonyl)-2-{[ 6-(trifluoromethyl)-
1H-indol-5-yl|oxy }benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl}sulfonyl)-2-{[6-
(trifluoromethyl)-1H-indol-5-yl]oxy }benzamide;
2-[(2-amino-1,3-thiazol-4-yl)methoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
tert-butyl 4-[(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl} sulfonyl)amino]
carbonyl }phenoxy)methyl]-1,3-thiazol-2-ylcarbamate;
2-[(2-amino-1,3-thiazol-4-yl)methoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;
2-[(2-chlorophenyl)amino]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-methoxy-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;
2-[(2-amino-1,3-benzothiazol-6-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
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methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;

2-[(2-chlorophenyl)amino]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
tert-butyl 5-[5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl|methyl}piperazin-1-y1)-2-({[(4-{[3-(dim-
ethylamino)propyl]amino }-3-nitrophenyl)sulfonyl]
amino }carbonyl)phenoxy|-1H-indole-1-carboxylate;
2-[(2-amino-1,3-benzothiazol-6-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino Jphenyl }sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6-
fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-[{1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6,7-
diftuoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(2-hydroxy-1-tetrahydro-2H-pyran-4-ylethyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[4-({[4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl|
methyl}amino)-3-nitrophenyl]sulfonyl}benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[1-(1,3-thiazol-4-ylmethyl)piperidin-4-yl]
amino }phenyl)sulfonyl]benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-(4-amino-3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;
N-[(4-{[(4-aminotetrahydro-2H-pyran-4-yl)methyl]amino } -
3-nitrophenyl)sulfonyl]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(4-{[(3S,4R)-3-hydroxy-1-(1,3-thiazol-4-ylmethyl)pi-
peridin-4-yl]amino }-3-nitrophenyl)sulfonyl|benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
({[4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl]
methyl}amino)-3-nitrophenyl]sulfonyl} benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylamino)phenyl]
sulfonyl}benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[4-(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (3-
nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]amino } phenyl)
sulfonyl]benzamide;
2-(6-aminopyridin-3-y1)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;
4-(4-{1-[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]ethyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino|phenyl } sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-4-yl)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl[benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[(3S)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[ (3R)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl|benzamide;
tert-butyl  5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)-3,4-
dihydroisoquinoline-2(1H)-carboxylate;
2-[(6-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;
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4-(4-{[2-(4-chlorophenyl)-5,5-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylmethoxy)phe-
nyl]sulfonyl}benzamide;
2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl} sulfonyl)-2-[(2-0x0-2,
3-dihydro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl} sulfonyl)-2-[(2-0x0-2,
3-dihydro-1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
tert-butyl 5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-yl)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)amino|carbonyl }phenoxy )pyridin-2-
ylcarbamate;
tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-yl)-2-{[({3-nitro-4-
[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]
phenyl}sulfonyl)amino|carbonyl }phenoxy )pyridin-2-
ylcarbamate;
2-[(6-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-[(2-aminopyridin-4-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-[(5-bromopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[4-(4-chlorophe-
nyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methy 1}piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl }sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-yl-
methyl)amino]phenyl}sulfonyl)benzamide;
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tert-butyl  5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-3-
ylcarbamate;
2-[(5-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;
tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
ylcarbamate;
2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;
2-[(2-aminopyridin-4-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-hydroxypyridin-3-yl)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-{[6-(benzyloxy)pyridin-3-yl|oxy } -4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-(1,4-dioxan-2-yl-
methoxy)-3-nitrophenyl|sulfonyl}-2-[(6-fluoro-1H-in-
dol-5-yhoxy|benzamide;
2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)-2-[(2-0x0-2,3-dihydro-
1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-nitrophenyl}sulfonyl)-2-[(2-0x0-2,3-dihydro-
1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl} sulfonyl)-2-[(2-
0x0-2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-{[4-(1,4-dioxan-2-ylmethoxy)-3-nitrophenyl]
sulfonyl}benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethy1)
amino]-3-nitrophenyl}sulfonyl)-2-[ (6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
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Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[4-(4-chlo-
rophenyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-fluorotetrahydro-2H-pyran-4-y1)
methoxy]-3-nitrophenyl }sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-N-{[5-cyano-6-(tet-
rahydro-2H-pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
2-{[3-(2-aminoethyl)- 1H-indol-5-y1]oxy } -4-(4-{[ 2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-{[3-(2-aminoethyl)- 1H-indol-5-y1]oxy } -4-(4-{[ 2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-N-{[5-cyano-6-(tetrahydro-2H-
pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
2-[(6-amino-5-fluoropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-chloro-6-(tetrahydro-2H-
pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-({4-[(4-morpholin-4-
ylcyclohexyl)amino]-3-nitrophenyl } sulfonyl)-2-[(1-oxo-
1,2,3,4-tetrahydroisoquinolin-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(1,4-dioxan-2-yl-
methoxy)pyridin-3-yl|sulfonyl}-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
N-{[5-bromo-6-(1,4-dioxan-2-ylmethoxy)pyridin-3-yl]sul-
fonyl}-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-
5-yDoxy|benzamide;
Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)
amino]pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yllmethyl }piperazin-1-yl)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[(4-fluorotetrahy-
dro-2H-pyran-4-yl)methoxy |pyridin-3-y1} sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
2-(3-amino-5-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(2-morpholin-4-
ylethoxy)pyridin-3-yl]sulfonyl }-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
N-({5-bromo-6-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-yD)-2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[ (4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl} sulfonyl)-2-[(2-oxo-
2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
Trans-2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino|-3-[(trifluoromethyl)sulfonyl]
phenyl}sulfonyl)benzamide;
Trans-2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(4-morpholin-4-ylbut-2-ynyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(4-{[1-(methylsulfonyl)piperidin-4-yl]amino } -3-ni-
trophenyl)sulfonyl|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-({4-[(4-morpholin-4-
ylcyclohexyl)amino]-3-nitrophenyl } sulfonyl)-2-[(2-oxo-
2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[ (2-methoxyethyl)amino]-
3-nitrophenyl }sulfonyl)-2-[(2-0x0-2,3-dihydro-1H-indol-
4-yloxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tetrahydro-2H-
pyran-4-yl methoxy)pyridin-3-yl|sulfonyl}-2-[ (6-fluoro-
1H-indol-5-yl)oxy|benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tet-
rahydro-2H-pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[(1-tetrahydro-
2H-pyran-4-ylpiperidin-4-yl)oxy]pyridin-3-yl}sulfonyl)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,
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4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-ethylmorpholine-3-y1)
methoxy]-3-nitrophenyl }sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[(3S)-1-tetrahydro-2H-pyran-4-ylpiperi-
din-3-yl]amino } phenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl } sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,1-dioxidothiomorpho-
lin-4-yl)amino]-3-nitrophenyl } sulfonyl)-2-[(6-fluoro-1H-
indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydrofuran-3-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)oxy]
pyridin-3-y1}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-[(4-{[4-(dicyclopropy-
lamino)cyclohexyl]amino)}-3-nitrophenyl)sulfonyl]-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(3-nitro-4-{[4-(tetrahydro-2H-pyran-4-
ylamino)cyclohexyl Jamino }phenyl)sulfonyl|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(3-nitro-4-{[4-(4-tetrahydro-2H-pyran-4-
ylpiperazin-1-yl)cyclohexyl]amino }phenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(4-{[(4-fluorotetrahydro-2H-pyran-4-yl)methyl]
amino }-3-nitrophenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(4-{[(4-hydroxycyclohexyl)methyl]amino } -
3-nitrophenyl)sulfonyl]|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1}oxy)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1}oxy)-N-(({4-[ (4-methylpiperazin-1-
yl)amino]-3-nitrophenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropyl-4-fluo-
ropiperidin-4-yl)methoxy|-3-nitrophenyl} sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-{[1-(4-methoxybenzyl)-1H-1,
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2,3-benzotriazol-4-yl]oxy }-N-({3-nitro-4-[(tetrahydro-
2H-pyran-4-ylmethyl)amino Jphenyl }sulfonyl)
benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-(1,4-dioxan-2-yl-
methoxy)-3-nitrophenyl]sulfonyl} benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[ (4-{[(4-methoxycyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethy1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(3-morpholin-4-ylpropyl)
amino]-3-[(trifluoromethyl)sulfonylJphenyl } sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[ (4-fluorotetrahydro-2H-
pyran-4-yl)methoxy|-3-[ (triftuoromethyl)sulfonyl]
phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({ 5-chloro-6-[ (4-
fluorotetrahydro-2H-pyran-4-yl)methoxy |pyridin-3-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcy-
clohex-1-en-1-yl|methyl}piperazin-1-yl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-amino-5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)nicotinamide;
2-[(6-amino-5-cyanopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(3R)-1-(2,2-difluoroet-
hyl)pyrrolidin-3-yl]amino }-3-nitrophenyl)sulfonyl]
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-[(trifluoromethyl)sulfonylJphenyl} sulfonyl)
benzamide;
2-{[6-(acetylamino)pyridin-3-yl|oxy }-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({6-[(methylsulfonyl)amino]
pyridin-3-yl}oxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-
ylmethyl)amino]phenyl} sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-({(3R)-1-[2-fluoro-1-
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(fluoromethyl)ethyl]pyrrolidin-3-yl}amino)-3-nitrophe-
nyl]sulfonyl}-2-[(6-fluoro-1H-indol-5-yl)oxy]
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl} sulfonyl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2H-ylm-
ethyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-methylpyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl } )pip-
erazin-1-y1)-N-[(4-{[(4-fluorotetrahydro-2H-pyran-4-y1)
methyl]amino}-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-oxetan-3-ylpi-
peridin-4-yl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-isopropylpyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-amino-5-cyclopropylpyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
Trans-2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4-methoxycyclohexyl)
methyl]amino}-3-nitrophenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(3-methyl-2-0x0-2,3-dihydro-
1H-benzimidazol-4-yl)oxy|N-({3-nitro-4-[(tetrahydro-
2H-pyran-4-ylmethyl)amino[phenyl }sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-[(4-{[(4-cyclopropylmorpho-
lin-2-yl)methyl]amino }-3-nitrophenyl)sulfonyl]
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-[(4-{[(3R)-1-cyclopropylpyr-
rolidin-3-yl]amino }-3-nitro phenyl)sulfonyl]benzamide,
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-{[4-({4-fluoro-1-[2-fluoro-1-
(fluoromethyl)ethyl|piperidin-4-y1} methoxy)-3-
nitrophenyl]sulfonyl}benzamide;
tert-butyl  6-bromo-4-(5-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-2-{[({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)amino|carbonyl }phenoxy )pyridin-2-
ylcarbamate;

10

15

20

25

30

35

40

45

50

55

60

o
o

38
tert-butyl  4-(5-(4-((2-(4-chlorophenyl)-4.,4-dimethylcyclo-
hex-1-enyl)methyl)piperazin-1-yl)-2-(3-nitro-4-((tetrahy-
dro-2H-pyran-4-yl)methylamino)phenylsulfonylcarban-
oyl)phenoxy)pyridine-2,6-diyldicarbamate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-{[6-(cyclopropylamino)pyri-
din-3-yl|oxy }-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-yl-
methyl)aminophenyl }sulfonyl)benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-({ 6-[(2,2-difluoroet-
hyl)amino]pyridin-3-yl}oxy)-N-[(4-{[(4-methoxycyclo-
hexyl)methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({6-[(2,2-difluoroethyl)amino]
pyridin-3-yl}oxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-
4-ylmethyl)amino]|phenyl} sulfonyl)benzamide;
2-{[5-chloro-6-(methylamino)pyridin-3-yl]oxy}-4-(4-{[ 2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[ ({4-[2-fluoro-1-(fluorom-
ethyl)ethyllmorpholin-2-yl}methyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-[(2-amino-6-bromopyridin-4-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(2,6-diaminopyridine-4-y1)
oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl} sulfonyl)benzamide
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[3-nitro-4-(tetrahydro-2H-py-
ran-4-ylmethoxy)phenyl]sulfonyl}benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-({(3R)-1-[2-fluoro-1-
(fluoromethyl)ethyl]piperidin-3-yl}amino)-3-
nitrophenyl]sulfonyl }benzamide;
tert-butyl  5-bromo-4-(5-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-2-{[({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
ylcarbamate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(4-chloro-1H-pyrrolo[2,3-b]
pyridin-5-yl)oxy]-N-(({3-nitro-4-[ (tetrahydro-2H-pyran-
4-ylmethyl)amino]|phenyl} sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-({6-[(2,2,2-
trifluoroethyl)amino]pyridin-3-y1}oxy)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4-hydroxycyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[4-(4-chlo-
rophenyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-yl}sulfonyl)-4-(4-[4-(4-chlorophenyl)-6,6-
dimethyl-5,6-dihydro-2H-pyran-3-yl|methyl)piperazin-1-
y1)-2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
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2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydrofuran-
3-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({5-chloro-6-[ (4-
fluorotetrahydro-2H-pyran-4-yl)methoxy |pyridin-3-
yl}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-
dihydro-2H-pyran-3-ylJmethyl}piperazin-1-yl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-[4-({9-(4-chlo-
rophenyl)-3-[ 2-fluoro-1-(fluoromethyl)ethyl]-3-azaspiro
[5.5]undec-8-en-8-yl}methyl)piperazin-1-y1]-N-({3-ni-
tro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[9-(4-chlo-
rophenyl)-3-isopropyl-3-azaspiro[ 5.5Jundec-8-en-8-yl|
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[(5-chloro-6-{[1-
(N,N-dimethylglycyl)-4-fluoropiperidin-4-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-yl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-{[4-({ BR)-1-[2-fluoro-1-
(fluoromethyl)ethyl|pyrrolidin-3-yl}amino)-3-
nitrophenyl]sulfonyl}benzamide;
2-[(2-amino-5-bromopyridin-4-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-[(4-{[(4,4-difluorocyclohexyl)
methyl]amino}-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-[4-({4'-chloro-3-
[2-(dimethylamino)ethoxy]-1,1'-biphenyl-2-y1} methyl)
piperazin-1-y1]-N-({3-nitro-4-[ (tetrahydro-2H-pyran-4-
ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-{[5-chloro-6-
({(3R)-1-[2-fluoro-1-(fluoromethyl)ethyl]pyrrolidin-3-
yl}methoxy)pyridin-3-yl]sulfonyl}-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-yl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[(5-chloro-6-1
{[(3R)-1-(2,2-difluoroethyl)pyrrolidin-3-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-yl)benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4-cyanocyclohexyl)me-
thyl]amino }-3-nitrophenyl)sulfonyl |benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({5-fluoro-6-[ (4-fluorotetrahy-
dro-2H-pyran-4-yl)methoxy [pyridin-3-y1} sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[(5-chloro-6-{[1-
(2,2-difluoroethyl)-4-fluoropiperidin-4-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-yl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({3-chloro-4-[ (4-
fluorotetrahydro-2H-pyran-4-yl)methoxy|
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phenyl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl|methyl}piperazin-1-yl)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[6-({4-fluoro-1-[2-fluoro-1-

(fluoromethyl)ethyl]piperidin-4-yl} methoxy)-5-

(trifluoromethyl)pyridin-3-yl|sulfonyl }benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-

pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-[2-(1H-
pyrazol-4-yl)phenoxy|benzamide;
2-[2-(2-aminopyridin-3-yl)phenoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-[2-(1H-
pyrazol-5-yl)phenoxy|benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({5-chloro-6-[ (4,
4-difluorocyclohexyl)methoxy |pyridin-3-y1} sulfonyl)-4-
(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)benzamide;
N-({5-chloro-6-[(4,4-difluorocyclohexyl)methoxy]pyridin-
3-yl}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,
6-dihydro-2H-pyran-3-yljmethyl}piperazin-1-y1)-2-[(6-
fluoro-1H-indol-5-yl)oxy|benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4,4-difluorocyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]-2-[ (6-fluoro-1H-
indol-5-yl)oxy|benzamide;

and therapeutically acceptable salts, prodrugs, salts of pro-

drugs and metabolites thereof.

Still another embodiment pertains to 2-[(6-amino-5-chlo-
ropyridin-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-({3-nitro-
4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide; and therapeutically acceptable
salts, prodrugs, salts of prodrugs and metabolites thereof.

Another embodiment pertains to a composition for treating
bladder cancer, brain cancer, breast cancer, bone marrow
cancer, cervical cancer, chronic lymphocytic leukemia, col-
orectal cancer, esophageal cancer, hepatocellular cancer,
lymphoblastic leukemia, follicular lymphoma, lymphoid
malignancies of T-cell or B-cell origin, melanoma, myelog-
enous leukemia, myeloma, oral cancer, ovarian cancer, non-
small cell lung cancer, chronic lymphocytic leukemia,
myeloma, prostate cancer, small cell lung cancer or spleen
cancer, said composition comprising an excipient and a thera-
peutically effective amount of the compound of Formula (I).

Another embodiment pertains to a method of treating blad-
der cancer, brain cancer, breast cancer, bone marrow cancer,
cervical cancer, chronic lymphocytic leukemia, colorectal
cancer, esophageal cancer, hepatocellular cancer, lympho-
blastic leukemia, follicular lymphoma, lymphoid malignan-
cies of T-cell or B-cell origin, melanoma, myelogenous leu-
kemia, myeloma, oral cancer, ovarian cancer, non-small cell
lung cancer, chronic lymphocytic leukemia, myeloma, pros-
tate cancer, small cell lung cancer or spleen cancer in a
patient, said method comprising administering to the patient
a therapeutically effective amount of Formula (I).

Another embodiment pertains to a method of treating blad-
der cancer, brain cancer, breast cancer, bone marrow cancer,
cervical cancer, chronic lymphocytic leukemia, colorectal
cancer, esophageal cancer, hepatocellular cancer, lympho-
blastic leukemia, follicular lymphoma, lymphoid malignan-
cies of T-cell or B-cell origin, melanoma, myelogenous leu-
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kemia, myeloma, oral cancer, ovarian cancer, non-small cell
lung cancer, chronic lymphocytic leukemia, myeloma, pros-
tate cancer, small cell lung cancer or spleen cancer in a
patient, said method comprising administering to the patient
therapeutically effective amount of the compound of Formula
(D and a therapeutically effective amount of one additional
therapeutic agent or more than one additional therapeutic
agent.

DETAILED DESCRIPTION OF THE INVENTION

Variable moieties herein are represented by identifiers
(capital letters with numerical and/or alphabetical super-
scripts) and may be specifically embodied.

It is meant to be understood that proper valences are main-
tained for all moieties and combinations thereof, that
monovalent moieties having more than one atom are drawn
from left to right and are attached through their left ends, and
that divalent moieties are also drawn from left to right.

Itis also meant to be understood that a specific embodiment
of a variable moiety herein may be the same or different as
another specific embodiment having the same identifier.

The term “alkenyl” as used herein, means a straight or
branched hydrocarbon chain containing from 2 to 10 carbons
and containing at least one carbon-carbon double bond. The
term “C,-C, alkyl” means a straight or branched hydrocarbon
chain containing at least one carbon-carbon double bond
containing X to y carbon atoms. The term “C,-C, alkenyl”
means an alkenyl group containing 2-4 carbon atoms. Rep-
resentative examples of alkenyl include, but are not limited to
buta-2,3-dienyl, ethenyl, 2-propenyl, 2-methyl-2-propenyl,
3-butenyl, 4-pentenyl, S5-hexenyl, 2-heptenyl, 2-methyl-1-
heptenyl, and 3-decenyl.

The term “alkenylene” means a divalent group derived
from a straight or branched chain hydrocarbon of 2 to 4
carbon atoms and contains at least one carbon-carbon double
bond. The term “C,-C, alkylene” means a divalent group
derived from a straight or branched hydrocarbon chain con-
taining at least one carbon-carbon double bond and contain-
ing X to y carbon atoms. Representative examples of alk-
enylene include, but are not limited to, —CH—CH— and
—CH,CH—CH—.

The term “alkyl” as used herein, means a straight or
branched, saturated hydrocarbon chain containing from 1 to
10 carbon atoms. The term “C,~C,, alkyl” means a straight or
branched chain, saturated hydrocarbon containing X to y car-
bon atoms. For example “C,-C,, alkyl” means a straight or
branched chain, saturated hydrocarbon containing 2 to 10
carbon atoms. Examples of alkyl include, but are not limited
to, methyl, ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl,
iso-butyl, tert-butyl, n-pentyl, isopentyl, neopentyl, n-hexyl,
3-methylhexyl, 2,2-dimethylpentyl, 2,3-dimethylpentyl,
n-heptyl, n-octyl, n-nonyl, and n-decyl.

The term “alkylene” means a divalent group derived from
a straight or branched, saturated hydrocarbon chain of 1 to 10
carbon atoms, for example, of 1 to 4 carbon atoms. The term
“C4C, alkylene” means a divalent group derived from a
straight or branched chain, saturated hydrocarbon containing
X to y carbon atoms. For example “C,-C; alkylene” means a
straight or branched chain, saturated hydrocarbon containing
2 to 6 carbon atoms. Examples of alkylene include, but are not
limited to, —CH,—, —CH,CH,—, —CH,CH,CH,—,
—CH,CH,CH,CH,—, and —CH,CH(CH,)CH,—.

The term “alkynyl” as used herein, means a straight or
branched chain hydrocarbon group containing from 2 to 10
carbon atoms and containing at least one carbon-carbon triple
bond. The term “C,-C,, alkyny]” means a straight or branched
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chain hydrocarbon group containing from x to y carbon
atoms. Representative examples of alkynyl include, but are
not limited, to acetylenyl, 1-propynyl, 2-propynyl, 3-butynyl,
2-pentynyl, and 1-butynyl.

The term “alkynylene,” as used herein, means a divalent
radical derived from a straight or branched chain hydrocarbon
group containing from 2 to 10 carbon atoms and containing at
least one carbon-carbon triple bond.

The term “aryl” as used herein, means phenyl.

The term “cyclic moiety,” as used herein, means benzene,
phenyl, phenylene, cycloalkane, cycloalkyl, cycloalkylene,
cycloalkene, cycloalkenyl, cycloalkenylene, cycloalkyne,
cycloalkynyl, cycloalkenylene, heteroarene, heteroaryl, het-
erocycloalkane, heterocycloalkyl, heterocycloalkene, hetero-
cycloalkenyl and spiroalkyl.

The term “cycloalkylene” or cycloalkyl” or “cycloalkane”
as used herein, means a monocyclic or bridged hydrocarbon
ring system. The monocyclic cycloalkyl is a carbocyclic ring
system containing three to eight carbon atoms, zero heteroa-
toms and zero double bonds. Examples of monocyclic ring
systems include cyclopropyl, cyclobutyl, cyclopentyl, cyclo-
hexyl, cycloheptyl, and cyclooctyl. The monocyclic ring may
contain one or two alkylene bridges, each consisting of one,
two, or three carbon atoms, each linking two non-adjacent
carbon atoms of the ring system. Non-limiting examples of
such bridged cycloalkyl ring systems include bicyclo[3.1.1]
heptane, bicyclo[2.2.1]heptane, bicyclo[2.2.2]octane, bicy-
clo[3.2.2]nonane, bicyclo[3.3.1]nonane, bicyclo[4.2.1]
nonane, tricyclo[3.3.1.0%7|nonane (octahydro-2,5-
methanopentalene or noradamantane), and tricyclo[3.3.1.
1*7]decane (adamantane). The monocyclic and bridged
cycloalkyl can be attached to the parent molecular moiety
through any substitutable atom contained within the ring
system.

The term “cycloalkenylene,” or “cycloalkenyl” or
“cycloalkene” as used herein, means a monocyclic or a
bridged hydrocarbon ring system. The monocyclic cycloalk-
enyl has four-, five-, six-, seven- or eight carbon atoms and
zero heteroatoms. The four-membered ring systems have one
double bond, the five- or six-membered ring systems have one
or two double bonds, and the seven- or eight-membered ring
systems have one, two, or three double bonds. Representative
examples of monocyclic cycloalkenyl groups include, but are
not limited to, cyclobutenyl, cyclopentenyl, cyclohexenyl,
cycloheptenyl, and cyclooctenyl. The monocyclic cycloalk-
enyl ring may contain one or two alkylene bridges, each
consisting of one, two, or three carbon atoms, each linking
two non-adjacent carbon atoms of the ring system. Represen-
tative examples of the bicyclic cycloalkenyl groups include,
but are not limited to, 4,5,6,7-tetrahydro-3aH-indene, octahy-
dronaphthalenyl, and 1,6-dihydro-pentalene. The monocy-
clic and bicyclic cycloalkenyl can be attached to the parent
molecular moiety through any substitutable atom contained
within the ring systems.

The term “cycloalkyne,” or “cycloalkynyl.” or “cycloalk-
enylene,” as used herein, means a monocyclic or a bridged
hydrocarbon ring system. The monocyclic cycloalkynyl has
eight or more carbon atoms, zero heteroatoms, and one or
more triple bonds. The monocyclic cycloalkynyl ring may
contain one or two alkylene bridges, each consisting of one,
two, or three carbon atoms, each linking two non-adjacent
carbon atoms of the ring system. The monocyclic and bridged
cycloalkynyl can be attached to the parent molecular moiety
through any substitutable atom contained within the ring
systems.

The term “heteroarene,” or “heteroaryl,” or “het-
eroarylene,” as used herein, means a five-membered or six-
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membered aromatic ring having at least one carbon atom and
one or more than one independently selected nitrogen, oxy-
gen or sulfur atom. The heteroarenes of this invention are
connected through any adjacent atoms in the ring, provided
that proper valences are maintained. Representative
examples of heteroaryl include, but are not limited to, furanyl
(including, but not limited thereto, furan-2-yl), imidazolyl
(including, but not limited thereto, 1H-imidazol-1-yl), isox-
azolyl, isothiazolyl, oxadiazolyl, oxazolyl, pyridinyl (e.g.
pyridin-4-yl, pyridin-2-yl, pyridin-3-yl), pyridazinyl, pyrim-
idinyl, pyrazinyl, pyrazolyl, pyrrolyl, tetrazolyl, thiadiazolyl,
thiazolyl, thienyl (including, but not limited thereto, thien-2-
yl, thien-3-yl), triazolyl, and triazinyl.

The term “heterocycloalkane,” or “heterocycloalkyl,” or
“heterocycloalkylene,” as used herein, means monocyclic or
bridged three-, four-, five-, six-, seven-, or eight-membered
ring containing at least one heteroatom independently
selected from the group consisting of O, N, and S and zero
double bonds. The monocyclic and bridged heterocycloal-
kane are connected to the parent molecular moiety through
any substitutable carbon atom or any substitutable nitrogen
atom contained within the rings. The nitrogen and sulfur
heteroatoms in the heterocycle rings may optionally be oxi-
dized and the nitrogen atoms may optionally be quarternized.
Representative examples of heterocycloalkane groups
include, but are not limited to, Representative examples of
heterocycloalkane groups include, but are not limited to, mor-
pholinyl, tetrahydropyranyl, pyrrolidinyl, piperidinyl, diox-
olanyl, tetrahydrofuranyl, thiomorpholinyl, dioxanyl, tet-
rahydrothienyl, tetrahydrothiopyranyl, oxetanyl, piperazinyl,
imidazolidinyl, azetidine, azepanyl, aziridinyl, diazepanyl,
dithiolanyl, dithianyl, isoxazolidinyl, isothiazolidinyl, oxa-
diazolidinyl, oxazolidinyl, pyrazolidinyl, tetrahydrothienyl,
thiadiazolidinyl, thiazolidinyl, thiomorpholinyl, trithianyl,
and trithianyl.

The term “heterocycloalkene,” or “heterocycloalkenyl,” or
“heterocycloalkenylene,” as used herein, means monocyclic
or bridged three-, four-, five-, six-, seven-, or eight-membered
ring containing at least one heteroatom independently
selected from the group consisting of O, N, and S and one or
more double bonds. The monocyclic and bridged heterocy-
cloalkene are connected to the parent molecular moiety
through any substitutable carbon atom or any substitutable
nitrogen atom contained within the rings. The nitrogen and
sulfur heteroatoms in the heterocycle rings may optionally be
oxidized and the nitrogen atoms may optionally be quar-
ternized. Representative examples of heterocycloalkene
groups include, but are not limited to, tetrahydrooxocinyl,
1,4,5,6-tetrahydropyridazinyl, 1,2,3,6-tetrahydropyridinyl,
dihydropyranyl, imidazolinyl, isothiazolinyl, oxadiazolinyl,
isoxazolinyl, oxazolinyl, pyranyl, pyrazolinyl, pyrrolinyl,
thiadiazolinyl, thiazolinyl, and thiopyranyl.

The term “phenylene,” as used herein, means a divalent
radical formed by removal of a hydrogen atom from phenyl.

The term “spiroalkyl,” as used herein, means alkylene,
both ends of which are attached to the same carbon atom and
is exemplified by C,-spiroalkyl, C;-spiroalkyl, C,-spiroalkyl,
Cs-spiroalkyl, Cg-spiroalkyl, C -spiroalkyl, Cg-spiroalkyl,
C,-spiroalkyl and the like.

The term “spiroheteroalkyl,” as used herein, means
spiroalkyl having one or two CH, moieties replaced with
independently selected O, C(O), CNOH, CNOCHj, S, S(O),
SO, or NH and one or two CH moieties unreplaced or
replaced with N.

The term “spiroheteroalkenyl,” as used herein, means
spiroalkenyl having one or two CH, moieties replaced with
independently selected O, C(O), CNOH, CNOCHj, S, S(O),
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SO, or NH and one or two CH moieties unreplaced or
replaced with N and also means spiroalkenyl having one or
two CH, moieties unreplaced or replaced with independently
selected O, C(O), CNOH, CNOCHj3, S, S(0), SO, or NH and
one or two CH moieties replaced with N.

Theterm, “spirocyclo,” as used herein, means two substitu-
ents on the same carbon atom, that, together with the carbon
atom to which they are attached, form a cycloalkane, hetero-
cycloalkane, cycloalkene, or heterocycloalkene ring.

The term “C,-Cs-spiroalkyl,” as used herein, means
C,-spiroalkyl, C,-spiroalkyl, C,-spiroalkyl, and
Cs-spiroalkyl.

The term “C,-spiroalkyl,” as used herein, means eth-1,2-
ylene, both ends of which replace hydrogen atoms ofthe same
CH, moiety.

The term “C;-spiroalkyl,” as used herein, means prop-1,3-
ylene, both ends of which replace hydrogen atoms ofthe same
CH, moiety.

The term “C,-spiroalkyl,” as used herein, means but-1,4-
ylene, both ends of which replace hydrogen atoms ofthe same
CH, moiety.

The term “Cs-spiroalkyl,” as used herein, means pent-1,5-
ylene, both ends of which replace hydrogen atoms ofthe same
CH, moiety.

The term “Cg-spiroalkyl,” as used herein, means hex-1,6-
ylene, both ends of which replace hydrogen atoms ofthe same
CH, moiety.

The term “NH protecting group,” as used herein, means
trichloroethoxycarbonyl, tribromoethoxycarbonyl, benzy-
loxycarbonyl, para-nitrobenzylcarbonyl, ortho-bromobenzy-
loxycarbonyl, chloroacetyl, dichloroacetyl, trichloroacetyl,
trifluoroacetyl, phenylacetyl, formyl, acetyl, benzoyl, tert-
amyloxycarbonyl, tert-butoxycarbonyl, para-methoxybenzy-
loxycarbonyl, 3,4-dimethoxybenzyl-oxycarbonyl, 4-(pheny-
lazo)benzyloxycarbonyl, 2-furfuryl-oxycarbonyl,
diphenylmethoxycarbonyl, 1,1-dimethylpropoxy-carbonyl,
isopropoxycarbonyl, phthaloyl, succinyl, alanyl, leucyl,
1-adamantyloxycarbonyl, 8-quinolyloxycarbonyl, benzyl,
diphenylmethyl, triphenylmethyl, 2-nitrophenylthio, meth-
anesulfonyl, para-toluenesulfonyl, N,N-dimethylaminom-
ethylene, benzylidene, 2-hydroxybenzylidene, 2-hydroxy-5-
chlorobenzylidene, 2-hydroxy-1-naphthyl-methylene,
3-hydroxy-4-pyridylmethylene, cyclohexylidene, 2-ethoxy-
carbonylcyclohexylidene,  2-ethoxycarbonylcyclopentyl-
idene, 2-acetylcyclohexylidene, 3,3-dimethyl-5-oxycyclo-
hexylidene, diphenyiphosphoryl,  dibenzylphosphoryl,
5-methyl-2-0x0-2H-1,3-dioxol-4-yl-methyl, trimethylsilyl,
triethylsilyl, and triphenylsilyl.

The term “C(O)OH protecting group,” as used herein,
means methyl, ethyl, n-propyl, isopropyl, 1,1-dimethylpro-
pyl, n-butyl, tert-butyl, phenyl, naphthyl, benzyl, diphenylm-
ethyl, triphenylmethyl, para-nitrobenzyl, para-methoxyben-
zyl, bis(para-methoxyphenyl)methyl, acetylmethyl,
benzoylmethyl, para-nitrobenzoylmethyl, para-bromoben-
zoylmethyl, para-methanesulfonylbenzoylmethyl, 2-tetrahy-
dropyranyl 2-tetrahydrofuranyl, 2,2,2-trichloroethyl, 2-(tri-
methylsilyl)ethyl, acetoxymethyl, propionyloxymethyl,
pivaloyloxymethyl, phthalimidomethyl, succinimidomethyl,
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, meth-
oxymethyl,  methoxyethoxymethyl,  2-(trimethylsilyl)
ethoxymethyl, benzyloxymethyl, methylthiomethyl, 2-meth-
ylthioethyl, phenylthiomethyl, 1,1-dimethyl-2-propenyl,
3-methyl-3-butenyl, allyl, trimethylsilyl, triethylsilyl, triiso-
propylsilyl, diethylisopropylsilyl, tert-butyldimethylsilyl,
tert-butyldiphenylsilyl, diphenylmethylsilyl, and tert-butyl-
methoxyphenylsilyl.
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The term “OH or SH protecting group,” as used herein,
means  benzyloxycarbonyl,  4-nitrobenzyloxycarbonyl,
4-bromobenzyloxycarbonyl, 4-methoxybenzyloxycarbonyl,
3,4-dimethoxybenzyloxycarbonyl, methoxycarbonyl,
ethoxycarbonyl, tert-butoxycarbonyl, 1,1-dimethylpropoxy-
carbonyl, isopropoxycarbonyl, isobutyloxycarbonyl, diphe-
nylmethoxycarbonyl, 2,2,2-trichloroethoxycarbonyl, 2,2,2-
tribromoethoxycarbonyl, 2-(trimethylsilyl)ethoxycarbonyl,
2-(phenylsulfonyl)ethoxycarbonyl, 2-(triphenylphosphonio)
ethoxycarbonyl, 2-furfuryloxycarbonyl, 1-adamantyloxycar-
bonyl, vinyloxycarbonyl, allyloxycarbonyl, S-benzylthiocar-
bonyl, 4-ethoxy-1-naphthyloxycarbonyl,
8-quinolyloxycarbonyl, acetyl, formyl, chloroacetyl, dichlo-
roacetyl, trichloroacetyl, trifluoroacetyl, methoxyacetyl, phe-
noxyacetyl, pivaloyl, benzoyl, methyl, tert-butyl, 2,2,2-
trichloroethyl, 2-trimethylsilylethyl, 1,1-dimethyl-2-
propenyl, 3-methyl-3-butenyl, allyl, benzyl(phenylmethyl),
para-methoxybenzyl, 3,4-dimethoxybenzyl, diphenylm-
ethyl, triphenylmethyl, tetrahydrofuryl, tetrahydropyranyl,
tetrahydrothiopyranyl, methoxymethyl, methylthiomethyl,
benzyloxymethyl, 2-methoxyethoxymethyl, 2,2,2-trichloro-
ethoxymethyl, 2-(trimethylsilyl)ethoxymethyl, 1-ethoxy-
ethyl, methanesulfonyl, para-toluenesulfonyl, trimethylsilyl,
triethylsilyl, triisopropylsilyl, diethylisopropylsilyl, tert-bu-
tyldimethylsilyl, tert-butyldiphenylsilyl, diphenylmethylsi-
lyl, and tert-butylmethoxyphenylsilyl.

Compounds

Geometric isomers may exist in the present compounds.
Compounds of this invention may contain carbon-carbon
double bonds or carbon-nitrogen double bonds in the E or Z
configuration, wherein the term “E” represents higher order
substituents on opposite sides of the carbon-carbon or car-
bon-nitrogen double bond and the term “Z” represents higher
order substituents on the same side of the carbon-carbon or
carbon-nitrogen double bond as determined by the Cahn-
Ingold-Prelog Priority Rules. The compounds of this inven-
tion may also exist as a mixture of “E” and “Z” isomers.
Substituents around a cycloalkyl or heterocycloalkyl are des-
ignated as being of cis or trans configuration. Furthermore,
the invention contemplates the various isomers and mixtures
thereof resulting from the disposal of substituents around an
adamantane ring system. Two substituents around a single
ring within an adamantane ring system are designated as
being of Z or E relative configuration. For examples, see C. D.
Jones, M. Kaselj, R. N. Salvatore, W. J. le Noble J. Org.
Chem. 1998, 63, 2758-2760 and E. L. Eliel, and S. H. Wilen.
(1994) Stereochemistry of Organic Compounds. New York,
N.Y.: John Wiley & Sons, Inc.

Compounds of this invention may contain asymmetrically
substituted carbon atoms in the R or S configuration, in which
the terms “R” and “S” are as defined by the IUPAC 1974
Recommendations for Section E, Fundamental Stereochem-
istry, Pure Appl. Chem. (1976) 45, 13-10. Compounds having
asymmetrically substituted carbon atoms with equal amounts
of R and S configurations are racemic at those carbon atoms.
Atoms with an excess of one configuration over the other are
assigned the configuration present in the higher amount, pref-
erably an excess of about 85%-90%, more preferably an
excess of about 95%-99%, and still more preferably an excess
greater than about 99%. Accordingly, this invention includes
racemic mixtures, relative and absolute stereoisomers, and
mixtures of relative and absolute stereoisomers.

Compounds of'this invention containing NH, C(O)OH, OH
or SH moieties may have attached thereto prodrug-forming
moieties. The prodrug-forming moieties are removed by
metabolic processes and release the compounds having the
freed hydroxyl, amino or carboxylic acid in vivo. Prodrugs
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are useful for adjusting such pharmacokinetic properties of
the compounds as solubility and/or hydrophobicity, absorp-
tion in the gastrointestinal tract, bioavailability, tissue pen-
etration, and rate of clearance. An example of a compound
with a prodrug-forming moiety is [3-chloro-5-(5-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl }piperazin-1-y1)-2-{[({3-nitro-4-[ (tetrahydro-2H-py-
ran-4-ylmethyl)amino]phenyl}sulfonyl)amino]
carbonyl}phenoxy)-2-iminopyridin-1(2H)-ylmethyl
dihydrogen phosphate (EXAMPLE 397), which is a prodrug
of 2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl }piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-py-
ran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide
(EXAMPLE 318).

Isotope Enriched or Labeled Compounds

Compounds of the invention can exist in isotope-labeled or
-enriched form containing one or more atoms having an
atomic mass or mass number different from the atomic mass
or mass number most abundantly found in nature. Isotopes
can be radioactive or non-radioactive isotopes. Isotopes of
atoms such as hydrogen, carbon, phosphorous, sulfur, fluo-
rine, chlorine, and iodine include, but are not limited to, 2H,
3H, 13C, 14C, 15N, 1805 32p 358, 18F, 36CL and ‘2°1. Com-
pounds that contain other isotopes of these and/or other atoms
are within the scope of this invention.

In another embodiment, the isotope-labeled compounds
contain deuterium (*H), tritium (*H) or **C isotopes. Isotope-
labeled compounds of this invention can be prepared by the
general methods well known to persons having ordinary skill
in the art. Such isotope-labeled compounds can be conve-
niently prepared by carrying out the procedures disclosed in
the Examples disclosed herein and Schemes by substituting a
readily available isotope-labeled reagent for a non-labeled
reagent. In some instances, compounds may be treated with
isotope-labeled reagents to exchange a normal atom with its
isotope, for example, hydrogen for deuterium can be
exchanged by the action of a deuteric acid such as D,SO,/
D,0. In addition to the above, relevant procedures and inter-
mediates are disclosed, for instance, in Lizondo, J et al.,
Drugs Fut, 21(11), 1116(1996); Brickner, S J et al., J. Med
Chem, 39(3), 673 (1996); Mallesham, B et al., Org Lett, 5(7),
963  (2003); PCT publications W01997010223,
W02005099353, WO 1995007271, W02006008754; U.S.
Pat. Nos. 7,538,189, 7,534,814, 7,531,685, 7,528,131, 7,521,
421; 7,514,068; 7,511,013; and US Patent Application Pub-
lication Nos. 20090137457, 20090131485; 20090131363,
20090118238; 20090111840; 20090105338; 20090105307,
20090105147;  20090093422;  20090088416;  and
20090082471, the methods are hereby incorporated by refer-
ence.

The isotope-labeled compounds of the invention may be
used as standards to determine the effectiveness of Bcl-2
inhibitors in binding assays. Isotope containing compounds
have been used in pharmaceutical research to investigate the
in vivo metabolic fate of the compounds by evaluation of the
mechanism of action and metabolic pathway of the noniso-
tope-labeled parent compound (Blake et al. J. Pharm. Sci. 64,
3,367-391 (1975)). Such metabolic studies are important in
the design of safe, effective therapeutic drugs, either because
the in vivo active compound administered to the patient or
because the metabolites produced from the parent compound
prove to be toxic or carcinogenic (Foster et al., Advances in
Drug Research Vol. 14, pp. 2-36, Academic press, London,
1985; Kato et al., J. Labelled Comp. Radiopharmaceut.,
36(10):927-932 (1995); Kushner et al., Can. J. Physiol. Phar-
macol., 77, 79-88 (1999).
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In addition, non-radio active isotope containing drugs,
such as deuterated drugs called “heavy drugs,” can be used for
the treatment of diseases and conditions related to Bcl-2
activity. Increasing the amount of an isotope present in a
compound above its natural abundance is called enrichment.
Examples of the amount of enrichment include from about
05,1,2,3,4,5,6,7,8,9,10, 12, 16, 21, 25, 29, 33, 37, 42,
46, 50, 54, 58, 63,67,71,75,79, 84, 88, 92, 96, to about 100
mol %. Replacement of up to about 15% of normal atom with
a heavy isotope has been effected and maintained for a period
of days to weeks in mammals, including rodents and dogs,
with minimal observed adverse effects (Czajka D M and
Finkel A J, Ann. N.Y. Acad. Sci. 1960 84: 770; Thomson ] F,
Ann. New York Acad. Sci 1960 84: 736; Czakja D M et al.,
Am. J. Physiol. 1961 201: 357). Acute replacement of as high
as 15%-23% in human fluids with deuterium was found not to
causetoxicity (Blagojevic N etal. in “Dosimetry & Treatment
Planning for Neutron Capture Therapy”, Zamenhof R,
Solares G and Harling O Eds. 1994. Advanced Medical Pub-
lishing, Madison Wis. pp. 125-134; Diabetes Metab. 23: 251
(1997)).

Stable isotope labeling of a drug can alter its physico-
chemical properties such as pKa and lipid solubility. These
effects and alterations can affect the pharmacodynamic
response of the drug molecule if the isotopic substitution
affects a region involved in a ligand-receptor interaction.
While some of the physical properties of a stable isotope-
labeled molecule are different from those of the unlabeled
one, the chemical and biological properties are the same, with
one important exception: because of the increased mass of the
heavy isotope, any bond involving the heavy isotope and
another atom will be stronger than the same bond between the
light isotope and that atom. Accordingly, the incorporation of
an isotope at a site of metabolism or enzymatic transforma-
tion will slow said reactions potentially altering the pharm-
cokinetic profile or efficacy relative to the non-isotopic com-
pound.

Amides, Esters and Prodrugs

Prodrugs are derivatives of an active drug designed to
ameliorate some identified, undesirable physical or biologi-
cal property. The physical properties are usually solubility
(too much or not enough lipid or aqueous solubility) or sta-
bility related, while problematic biological properties include
too rapid metabolism or poor bioavailability which itself may
be related to a physicochemical property.

Prodrugs are usually prepared by: a) formation of ester,
hemi esters, carbonate esters, nitrate esters, amides, hydrox-
amic acids, carbamates, imines, Mannich bases, phosphates,
phosphate esters, and enamines of the active drug, b) func-
tionalizing the drug with azo, glycoside, peptide, and ether
functional groups, c¢) use of aminals, hemi-aminals, poly-
mers, salts, complexes, phosphoramides, acetals, hemiac-
etals, and ketal forms of the drug. For example, see Andrejus
Korolkovas’s, “Essentials of Medicinal Chemistry”, John
Wiley-Interscience Publications, John Wiley and Sons, New
York (1988), pp. 97-118, which is incorporated in its entirety
by reference herein.

Esters can be prepared from substrates of formula (I) con-
taining either a hydroxyl group or a carboxy group by general
methods known to persons skilled in the art. The typical
reactions of these compounds are substitutions replacing one
of the heteroatoms by another atom, for example:
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Scheme 1
(¢]
€]
+ OCH,CH; ——»

H;C Cl

Acyl Chloride Alkoxide

i ©
)j\ + Cl
H;C OCH,CH3
Ester

Amides can be prepared from substrates of formula (I)
containing either an amino group or a carboxy group in simi-
lar fashion. Esters can also react with amines or ammonia to
form amides.

Scheme 2

R ( OR' —_— O—7R’ —_—
NH; ® NH;
©
@) }|I fo)
R<~7O®—R’ —_— )j\ + H—O—FR
R NH;
NH,

Another way to make amides from compounds of formula
(D) is to heat carboxylic acids and amines together.

Scheme 3

heat O
HNRHY, —
R JJ— NR),

e}

RJJ—OH :

In Schemes 2 and 3 above, R and R' are independently
substrates of formula (1), alkyl or hydrogen.

Suitable groups for A*, B, DY, B!, Y' L}, 24, 724, 71, 72,
and 7> in compounds of Formula (I) are independently
selected. The described embodiments of the present invention
may be combined. Such combination is contemplated and
within the scope of the present invention. For example, it is
contemplated that embodiments for any of A*, B', D', E*, Y*,
LY,z 724 7' 77 and Z> can be combined with embodi-
ments defined for any other of A', B, D*, E*, Y*, L}, Z'4, 724,
Z', 77 and 7°.

One embodiment of this invention, therefore, pertains to
compounds or therapeutically acceptable salts, prodrugs or
salts of prodrugs thereof, which are useful as inhibitors of
anti-apoptotic Bel-2 proteins, the compounds having For-
mula (1)

@
724 o £

| 0, 0
! 73 J\ \\s// Y!
\Ll/ \Zl g/ \
|ZIA |
D! Al B!,
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wherein

A'is Nor C(A?);

A%isH,R',OR',SR', S(O)R!, SO,R!, C(O)R', C(O)OR?,
OC(O)R', NHR', N(RY),, C(O)NHR', C(O)N(R'),, NHC
(O)R', NR'C(O)R', NHC(O)OR', NR'C(O)OR', NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR!C(O)NR'Y),, SO,NH,, SO,NHR!, SO,NR'),,
NHSO,R!, NR!SO,R', NHSO,NHR!, NHSO,NR!'),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RN,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,;), CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

B'isH,R!,OR!, SR, S(O)R?, SO,R!, C(O)R', C(O)OR?,
OC(O)R?, NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR'C(O)NRY),, SO,NH,, SO,NHR! SO,N(R'),,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,;), CF;, C(O)OH, C(O)NH, or C(O)
ORIA;

D'isH,R',OR!,SR', S(O)R?, SO,R!, C(O)R', C(O)OR?,
OC(O)R?, NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR!,
NR!C(O)NR'),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHIl\LOH, CH(NOCH,), CF;, C(O)OH, C(O)NH, or C(O)
OR™;

E'isH,R!, OR', SR, S(O)R!, SO,R!, C(O)R*, C(O)OR?,
OC(O)R?, NHR', N(RY),, C(O)NHR!, C(O)N(R'),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(0O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR!,
NR!C(O)NR'),, SO,NH,, SO,NHR!, SO,NR').,
NHSO,R!, NR!SO,R!, NHSO,NHR!, NHSO,NQR!').,
NR'SO,NHR!, NR'SO,N(RY,, C(O)NHNOH, C(O)
NHNOR!, C(O)NHSO,R!, C(NH)NH,, C(NH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
CHNOH, CH(NOCH,), CF,, C(O)OH, C(O)NH, or C(O)
OR™: and

Y' is H, CN, NO,, C(O)OH, F, Cl, Br, 1, CF,, OCF,,
CF,CF;, OCF,CF;, R'7, OR'?, C(O)R'7, C(O)OR'7, SR,
SO,R'’, NH,, NHR'", N(R'"),, NHC(O)R'?, C(O)NH,,
C(O)NHR'?, C(O)N(R'7),, NHS(O)R'? or NHSO,R'7; or

E' and Y', together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 B!, and D' areindependently selected H,R', OR', SR',
S(O)R!, SO,R', C(O)R!, C(O)OR!, OC(O)R', NHR',
NRY,, C(ONHR*, C(O)N(R'),, NHC(O)R', NR'C(O)R',
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(RY),, NR!C(O)NHR', NR!C(O)NRY),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R!, NR'SO,R’,
NHSO,NHR', NHSO,N(R'),, NR'SO,NHR', NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR', C(NH)N(R'),NHSO,NHR',
NHSO,N(CH,)R', N(CH,)SO,N(CH,)R', F, Cl, Br, I, CN,
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NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH,, or C(O)OR*; or

Y' and B!, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 D', and E! are independently selected H,R*, OR*, SR*,
S(O)RY, SO,R!, C(O)R!, C(O)OR!, OC(O)R', NHR',
NQR"Y),, C(O)NHR', C(ON(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR?, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R'Y),, NR'SO,NHR!, NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH,)R', N(CH;)SO,N(CH;)R", F, Cl, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and B!, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

D', E',andY" are independently selected H,R', OR", SR,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
NRY),, C(O)NHR', C(O)N(R'),, NHC(O)R', NR!C(O)R?,
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R?, NR'SO,R",
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R’,
C(NH)NH,, CNH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH,)R?, N(CH,)SO,N(CH,)R', F, C, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and D', together with the atoms to which they are
attached, are benzene, naphthalene, heteroarene, cycloal-
kane, cycloalkene, heterocycloalkane or heterocycloalkene;
and

B!, E', and Y are independently selected H, R', OR', SR?,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
NQRY),, C(O)NHR', C(ON(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR?, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R?, NR'SO,R’,
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH;)R', N(CH;)SO,N(CH;)R", F, Cl, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(O)OR™;

R'isR?, R3 R*orR>;

R is cycloalkyl, cycloalkenyl or cycloalkynyl;

R? is phenyl, which is unfused or fused with benzene,
heteroarene or R*#; R*# is cycloalkane or heterocycloalkane;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*#; R34 is cycloalkane or heterocycloalkane;

R* is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**; R*! is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R’ is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®, NC(R*)(R%), R7, OR”, SR, S(O)R’, SO,R’,
NHR’, N(R"),, C(O)R7, C(O)NH,, C(O)NHR’, C(O)
N(R7),, NHC(O)R”, NR’C(O)R’, NHSO,R’, NHC(O)OR’,
SO,NH,, SO,NHR’, SO,N(R”),, NHC(O)NH,, NHC(O)
NHR’, NHC(O)CH(CH,)NHC(O)CH(CH;)NH,, NHC(O)
CH(CH,)NHC(O)CH(CH;)NHR*, OH, (0), C(O)OH, N,
CN, NH,, CF,, CF,CF,, F, Cl, Bror I,
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RS is C,-C,-spiroalkyl, each of which is unsubstituted or
substituted with OH, (O), N, CN, CF;, CF,CF;, F, Cl, Br, 1,
NH,, NH(CH;) or N(CHs,),;

R%! and R%” are independently selected alkyl or, together
with the N to which they are attached, R°<;

R is aziridin-1-yl, azetidin-1-yl, pyrrolidin-1-yl or pip-
eridin-1-yl, each having one CH, moiety unreplaced or
replaced with O, C(O), CNOH, CNOCHj;, S, S(O), SO, or
NH;

R7isR® R%, R'° orR'';

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R®*; R®* is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R®*; R®* is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R'?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R'%4; R'4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R'?, OR', SR', S(O)R'?, SO,R'?, C(O)R'?,
CO(O)R'?, OC(O)R'?, OC(O)OR'? NH,, NHR'? N(R'?),,
NHC(O)R'?, NR'2C(O)R'?, NHS(O),R'?, NR'*S(0),R'?,
NHC(O)OR'?, NR'>C(O)OR'?, NHC(O)NH,, NHC(O)
NHR!2, NHC(O)N(R'?),, NR'*C(O)NHR'?, NR'>*C(O)N
(R'?),, C(O)NH,, C(O)NHR'?, C(O)N(R'?),, C(O)NHOH,
C(O)NHOR'2, C(O)NHSO,R'?, C(O)NR'?SO,R"'?,
SO,NH,, SO,NHR'?, SO,N(R'?),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR'?, CIN)N(R'?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
or %{12 is R13, R14, RIS or R16;

R'? is phenyl, which is unfused or fused with benzene,
heteroarene or R**#; R'*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'*is heteroaryl, which is unfused or fused with benzene,
heteroarene or R***; R'*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'% is cycloalkane, cycloalkene, heterocycloalkane or het-
erocycloalkene, each of which is unfused or fused with ben-
zene, heteroarene or R*>4; R*>4 is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R'S is alkyl, alkenyl or alkynyl;

R17 is RIS, ng, R20 or R21;

R'® is phenyl, which is unfused or fused with benzene,
heteroarene or R*®4; R'®4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**4; R'*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*°is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R?*?, OR??, SR**, S(O)R**, SO,R**, C(O)R*,
CO(0)R?*2, OC(O)R?2, OC(O)OR?%, NH,, NHR?? N(R*?),,
NHC(O)R?*?, NR*>C(O)R'?, NHS(0O),R**, NR**S(0),R*?,
NHC(O)OR?*?, NR**C(O)OR*?, NHC(O)NH,, NHC(O)
NHR??, NHC(O)N(R*?),, NR**C(O)NHR??, NR**C(O)N
(R*?),, C(O)NH,, C(O)NHR?*?, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR*?, C(O)NHSO,R*?, C(O)NR?*?SO,R*?,
SO,NH,, SO,NHR*?, SO,N(R*?),, C(O)H, C(O)OH, C(N)

10

15

20

25

30

35

40

45

50

55

60

65

52
NH,, CIN)NHR?*?, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
o Ilizz is R23, R2*or st;

R* is phenyl, which is unfused or fused with benzene,
heteroarene or R**%; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R?*is heteroarene, which is unfused or fused with benzene,
heteroarene or R***; R*** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R*>#; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

Z'isR*S or R?7;

Z?is R*®, R* or R*’;

7' and 7** are both absent or are taken together to form
CH,, CH,CH, or Z"*4,

7' is C,-C¢-alkylene having one or two CH, moieties
replaced by NH, N(CH,), S, S(O) or SO,;

L' is a R*7, OR*’, SR*", S(O)R*7, SO,R*’, C(O)R*’,
CO(0)R*?, OC(O)R?*’, OC(0)OR>’, NHR?’, C(O)NH, C(O)
NR*’, C(O)NHOR??, C(O)NHSO,R>?, SO,NH, SO,NHR*’,
C(N)NH, C(N)NHR?7;

R?® is phenylene, which is unfused or fused with benzene
or heteroarene or R***; R*** is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R?7 is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R*#; R?™ is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?® is phenylene, which is unfused or fused with benzene,
heteroarene or R**4; R*®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R**4; R**4 is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?° is cycloalkylene, cycloalkenylene, heterocycloalky-
lene or heterocycloalkenylene, each of which is unfused or
fused with benzene, heteroarene or R***; R*** is cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene;

R37 is a bond or R374;

R37 is alkylene, alkenylene, or alkynylene, each of which
is unsubstituted or substituted with one or two or three inde-
pendently selected R37%, OR3"7%, SR*7Z, S(O)R*7%, SO,R>7%,
C(O)R?"®, CO(O)R?"®, OC(O)R*’Z, OC(O)OR*"?, NH.,,
NHR?"Z, N(R*7%),, NHC(O)R*"%, NR*"2C(O)R*’#, NHS
(0),R*7, NR*’#S(0),R*"%, NHC(O)OR*"®, NR*’?C(0)
OR?*’Z NHC(O)NH,, NHC(O)NHR>"Z, NHC(O)N(R>"%),,
NR*’2C(O)NHR>"Z, NR*”?’C(O)N(R>"?),, C(O)NH,, C(O)
NHR>"Z, C(O)N(R?*"#),, C(O)NHOH, C(O)NHOR>"%, C(O)
NHSO,R?*7Z C(O)NR*"2SO,R*7?, SO,NH,, SO,NHR>"%,
SO,NR?"?),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR?"?,
C(N)N(R?*"%),, CNOH, CNOCH,, OH, (O), CN, N, NO,,
CF;, CF,CF;, OCF;, OCF,CF,, F, Cl, Br and [ substituents;

R?*”Z is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl, or heterocy-
cloalkenyl;

73 is R*®, R3 or R*;

R?® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R*®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
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heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R?® and R*” are sub-
stituted (i.e., if Z' and Z>* are absent) or further substituted
(ie., if Z'* and Z** are present) with one or two or three or
four of independently selected R*!, OR*!, SR*, S(O)R*,
SO,R*, C(OR*, COOR*, OC(O)R*, OC(O)OR™,
NH,, NHR*, N(R*"),, NHC(O)R*', NR*'C(O)R*, NHS
(0), R*', NR*'S(0),R*, NHC(O)OR*', NR*C(O)OR™,
NHC(O)NH,, NHC(O)NHR*!, NHC(O)N(R*"),, NR*'C(O)
NHR*, NR*C(O)N(R*),, C(O)NH,, C(O)NHR*!, C(O)N
(R*™),, C(O)NHOH, C(O)NHOR*', C(O)NHSO,R*', C(0)
NR*SO,R*, SO,NH,, SO,NHR*, SO,N(R*"),, C(O)H,
C(O)OH, C(N)NH,, C(N)NHR*, C(N)N(R*'),, CNOH,
CNOCH;, OH, (0), CN, N;, NO,, CF;, CF,CF;, OCF;,
OCF,CF;, F, Cl, Bror1;

R41 is R42, R43, R44 or R45;

R*? is phenyl, which is unfused or fused with benzene,
heteroarene or R*%; R*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*%; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**4; R*** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R™* is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R*®, OR*, SR*, S(O)R*®, SO,R*, C(O)R*,
CO(O)R™S, OC(O)R™S, OC(OYOR™®, NH,, NHR*S, N(R*%),,
NHC(O)R*S, NR*C(O)R*°, NHS(0),R*®, NR**S(0),R*,
NHC(O)OR*®, NR**C(O)OR*, NHC(O)NH,, NHC(O)
NHR*®, NHC(O)N(R*S),, NR*C(O)NHR*®, NR*°C(O)N
(R*®),, C(O)NH,, C(O)NHR*®, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R*, C(O)NR*SO,R*,
SO,NH,, SO,NHR*®, SO,N(R*%),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR*®, CIN)N(R*®),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
orl;

R*¢ is alkyl, alkenyl, alkynyl, R*?, R*® or R*;

R*” is phenyl, which is unfused or fused with benzene,
heteroarene or R*"#; R*’# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R™*® is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R*#; R* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R*? R**4 R** R*34,
R44, R44A, R47, R47A, R48, R48A, R49, and R49A are indepen-
dently substituted with one or two or three or four of inde-
pendently selected R>°, OR>°, SR°°, S(O)R>°, SO,R>°, C(0)
R*°, CO(O)R’°, OC(O)R*’, OC(O)OR*°, NH,, NHR*,
N(R>"),, NHC(O)R’°, NR*°C(O)R*°, NHS(O),R>°, NR*°S
(O),R*°, NHC(O)OR>°, NR*°C(O)OR>°, NHC(O)NH,,
NHC(O)NHR?°,  NHC(O)N(R®),, NR*°C(O)NHR>°,
NR*°C(O)N(R??),, C(O)NH,, C(O)NHR>°, C(O)N(R*°),,
C(O)NHOH, C(O)NHOR>, C(O)NHSO,R*°, C(O)
NR*°SO,R*°, SO,NH,, SO,NHR>°, SO,N(R>),, C(O)H,
C(0)OH, C(N)NH,, C(N)NHR’°, C(N)N(R*®),, CNOH,
CNOCH;, OH, (0), CN, N;, NO,, CF;, CF,CF;, OCF;,
OCF,CF;, F, Cl, Bror;

R s RSI, Rszg R or R54;
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R’! is phenyl, which is unfused or fused with benzene,
heteroarene or R>'; R*>!4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**%; R*?* is cycloalkane, cycloalkane, het-
erocycloalkane or heterocycloalkene;

R>?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R>*#; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>*is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”>, OR®’, SR>, S(O)R*, SO,R*’, C(O)R™,
CO(0)R**, OC(0)R**, OC(O)OR?>, NH,, NHR>>, N(R*),,
NHC(O)R??, NR>C(O)R’®, NHS(O),R>>, NR*>S(O)R>?,
NHC(O)YOR?>, NR*C(O)OR>>, NHC(O)NH,, NHC(O)
NHR>®, NHC(O)N(R>%),, NR**C(O)NHR>>, NR>>C(O)N
(R*%), C(O)NH,, C(O)NHR>*, C(O)N(R>*),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R™, C(O)NR*’SO,R*,
SO,NH,, SO,NHR>*, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR?®, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl;

R> is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

wherein each foregoing cyclic moiety is independently
unsubstituted, further unsubstituted, substituted or further
substituted with one or two or three or four or five of inde-
pendently selected R>, R7, OR®?, SR*7, S(O)R*?, SO,R*7,
C(O)R>7, CO(O)R?>?, OC(O)R*7, OC(O)OR>’, NH,, NHR*?,
N(R*7),, NHC(O)R>?, NR*’C(O)R*7, NHS(0O),R>?, NR>’S
(0),R*7, NHC(O)OR>’, NR’’C(O)OR®’, NHC(O)NH.,
NHC(O)NHR?’, NHC(O)N(R®*"),, NR*’C(O)NHR?*’,
NR*’C(O)N(R>?),, C(O)NH,, C(O)NHR>’, C(O)N(R’"),,
C(ONHOH, C(O)NHOR>’, C(O)NHSO,R*’, C(O)
NR*’SO,R*?, SO,NH,, SO,NHR”’, SO,N(R>"),, C(O)H,
C(O)OH, C(N)NH,, C(N)NHR”’, C(N)N(R*>?),, CNOH,
CNOCH;, OH, (0), CN, N,, NO,, CF,, CF,CF;, OCF,,
OCF,CF;, F, Cl, Bror I

R>7 is spirocyclyl;

R is RSS’ RSQ, R or R61;

R>® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R*®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%4; R%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®2, OR®%, SR%, S(O)R®*, SO,R%?, C(O)R%,
CO(O)R?, OC(O)R??, OC(OYOR®? NH,, NHR? N(R%),,
NHC(O)R?, NR®C(O)R*, NHS(0),R%, NR**S(0),R,
NHC(O)OR®?, NR®C(O)OR®?, NHC(O)NH,, NHC(O)
NHR®, NHC(O)N(R%?),, NR®*C(O)NHR®, NR*C(O)N
(R%%),, C(O)NH,, C(O)NHR®?, C(O)N(R%?),, C(O)NHOH,
C(O)NHOR®, C(O)NHSO,R®, C(O)NR?*SO,R%,
SO,NH,, SO,NHR®, SO,N(R®?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR®, C(N)N(R®?),, CNOH, CNOCH,, OH,
(0), CN, N3, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
Orfl{,@ is R63, R64, R or R66;
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R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%4; R is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R%; R% is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%® is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%; R4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R% is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®7, ORY, SRY, S(O)R¥", SO,R%, C(O)RY,
CO(O)R®?, OC(O)RY?, OC(O)OR®?, NH,, NHR”, N(R%7),,
NHC(O)RY?, NR¥C(O)R%’, NHS(O),R%’, NR®*’S(0),R,
NHC(O)OR®?, NRS’C(O)OR%’, NHC(O)NH,, NHC(O)
NHR®’, NHC(O)N(R®"),, NR*’C(O)NHR?®’, NR¥’C(O)N
(R%),, C(O)NH,, C(O)NHR®”, C(O)N(R®"),, C(O)NHOH,
C(O)NHOR®?, C(O)NHSO,R?, C(O)NR?’SO,RY,
SO,NH,, SO,NHR®", SO,N(R%),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR®?, CIN)N(R"),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
or I substituents;

R% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl;

wherein the moieties represented by R>™, R>%, R, R%,
R%%, R%, R, and R% are unsubstituted or substituted with
one or two or three or four of independently selected R%,
OR%®, SR, S(O)R®, SO,R®®, C(O)R®, CO(O)R®, OC(0)
R%, OC(O)OR®®, NH,, NHR®®, N(R®),, NHC(O)R®,
NREC(0)R%®, NHS(0),R°® NR*®S(0),R % NHC(O)OR®®,
NR*C(O)YOR®®, NHC(O)NH,, NHC(O)NHR®®, NHC(O)N
(R%),, NRC(O)NHR®, NRSC(O)N(R®®),, C(O)NH,,
C(O)NHR®®, C(O)N(R®®),, C(OINHOH, C(O)NHOR®,
C(O)NHSO,R%, C(O)NR**SO,R®®, SO,NH,, SO,NHR,
SO,NR®®),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR®,
C(N)N(R®®),, CNOH, CNOCH,, OH, (0), CN, N;, NO.,,
CF,, CF,CF,, OCF,, OCF,CF,, F,Cl, Bror I,

R%%is R69, R70, R or R72;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%%; R%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”° is heteroaryl, which is unfused or fused with benzene,
heteroarene or R7%*; R7*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R"! is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R”**; R”*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R"? is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”?, OR”*, SR™, S(O)R”, SO,R”*, C(O)R™,
CO(O)R”?, OC(O)R”?, OC(OYOR"?, NH,, NHR"?, N(R7),,
NHC(O)R"?, NR>C(O)R”*, NHS(0O),R”*, NR”*S(0),R”,
NHC(O)OR”?, NR?’C(O)OR™, NHC(O)NH,, NHC(O)
NHR”?, NHC(O)N(R”*), NR*C(O)NHR”?, NR”*C(O)N
(R™),, C(O)NH,, C(O)NHR"?, C(O)N(R"?),, C(O)NHOH,
C(O)NHOR"?, C(O)NHSO,R™, C(O)NR’SO,R™,
SO,NH,, SO,NHR”*, SO,N(R"?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR”?, CIN)N(R™),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
orl;

R7 is alkyl, alkenyl, alkenyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and
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the moieties represented by R%, R7°, and R”! are unsub-
stituted or substituted with one or two or three or four of
independently selected NH,, C(O)NH,, C(O)NHOH,
SO,NH,, CF,, CF,CF,, C(O)H, C(O)OH, C(N)NH,, OH,
(0), CN, N3, NO,, CF;, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
or L.

Another embodiment of this invention pertains to com-
pounds of Formula (I), wherein

Alis Nor C(A?);

A%isH,R', OR',SR', S(O)R', SO,R', C(O)R', C(O)OR",
OC(O)R', NHR', N(R"),, C(O)NHR', C(O)N(R"),, NHC
(O)R!, NR'C(O)R!, NHC(O)OR!, NR'C(O)OR!, NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR!C(O)N(RY),, SO,NH,, SO,NHR!, SO,NR'),,
NHSO,R', NR'SO,R', NHSO,NHR', NHSO,N(R"),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR', C(O)NHSO,R', CMNH)NH,, C(NNHNHR',
C(NH)N(R"),NHSO,NHR', NHSO,N(CH,)R', N(CH,)
SO,N(CH;)R', F, Cl, Br, I, CN, NO,, N,, OH, C(O)H,
SI;IJOH’ CH(NOCH,), CF,, C(O)OH, C(O)NH, or C(O)

B'isH,R',OR',SR', S(O)R',SO,R', C(O)R', C(O)OR",
OC(O)R', NHR', N(R'),, C(O)NHR!, C(O)N(R'),, NHC
(O)R', NR'C(O)R', NHC(O)OR', NR'C(O)OR", NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R'),, NR'C(O)NHR',
NR!C(O)N(RY),, SO,NH,, SO,NHR!, SO,NR'),,
NHSO,R', NR'SO,R', NHSO,NHR', NHSO,N(R"),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR', C(O)NHSO,R', CMNH)NH,, C(NNHNHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N5, OH, C(O)H,
SI;IJOH’ CH(NOCH,), CF,, C(O)OH, C(O)NH, or C(O)

D'isH,R',OR',SR', S(O)R', SO,R"', C(O)R', C(O)OR",
OC(0)R', NHR*, N(R"), C(O)NHR', C(O)N(R1),, NHC(O)
R', NR'C(O)R', NHC(O)OR', NR'C(O)OR', NHC(O)
NH,, NHC(O)NHR', NHC(O)N(R"),, NR'C(O)NHR',
NR'C(ON(R"Y),, SO,NH,, SO,NHR', SO,N(R"),,
NHSO,R', NR'SO,R', NHSO,NHR', NHSO,N(R"),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR', C(O)NHSO,R', CMNH)NH,, C(NNHNHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N5, OH, C(O)H,
SI;IJOH’ CH(NOCH,), CF,, C(O)OH, C(O)NH, or C(O)

E'isH,R', OR', SR', S(O)R', SO,R', C(O)R', C(O)OR",
OC(O)R', NHR', N(R'),, C(O)NHR!, C(O)N(R'),, NHC
(O)R', NR'C(O)R', NHC(O)OR', NR'C(O)OR", NHC(O)
NH,, NHC(O)NHR'!, NHC(O)N(R'),, NR'C(O)NHR!,
NR'C(ON(R"Y),,  SO,NH,, SO,NHR', SO,N(R"),,
NHSO,R', NR'SO,R', NHSO,NHR', NHSO,N(R"),,
NR!SO,NHR!, NR!'SO,N(R'),, C(O)NHNOH, C(O)
NHNOR', C(O)NHSO,R', CMNH)NH,, C(NNH)NHR',
C(NH)N(RH,NHSO,NHR!, NHSO,N(CH,)R', N(CH,)
SO,N(CH,)R', F, Cl, Br, I, CN, NO,, N5, OH, C(O)H,
CHIl\/IlOH,dCH(NOCH3), CF;, C(O)OH, C(O)NH, or C(O)
OR™; an

Y' is H, CN, NO,, C(O)OH, F, Cl, Br, I, CF,, OCF,,
CF,CF;, OCF,CF;, R'7, OR'7, C(O)R'?, C(O)OR'?, SR"7,
SO,R'7, NH,, NHR", N(R'7),, NHC(O)R'’, C(O)NH.,
C(O)NHR', C(O)N(R'7),, NHS(O)R'? or NHSO,R'7; or

E' and Y', together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 B!, and D' are independently selected H,R*, OR*, SR*,
S(O)RY, SO,R!, C(O)R!, C(O)OR!, OC(O)R', NHR',
NR")?, C(O)NHR', C(ON(R"),, NHC(O)R', NR'C(O)R",
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NHC(O)OR', NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(RR'),, NR!C(O)NHR!,  NR!C(O)N(R!),,

SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY,, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R’,
C(NH)NH,, C(NH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH,)R?, N(CH,)SO,N(CH,)R', F, C, Br, I, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH,, or C(O)OR'; or

Y' and B, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

A2 D', and E! are independently selected H,R', OR', SR',
S(O)RY, SO,R!, C(OR!, C(O)OR!, OC(O)R', NHR',
NR"Y),, CCONHR', CCO)N(R"),, NHC(O)R', NR', C(O)R",
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR', SO,N(R"),, NHSO,R', NR'SO,R",
NHSO,NHR', NHSO,N(R'),, NR'SO,NHR!, NR'SO,N
(RY, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH,)R', N(CH;)SO,N(CH;)R", F, Cl, Br, 1, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and B, together with the atoms to which they are
attached, are benzene, naphthylene, heteroarene cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene; and

D', E', andY"' are independently selected H,R*, OR', SR*,
S(OR', SO,R', C(OR', C(O)OR', OC(O)R', NHR',
N(RY, C(O)NHR', C(O)N(RY),, NHC(O)R', NR'C(O)R?,
NHC(O)OR', NR'C(O)OR', NHC(O)NH,, NHC(O)NHR",
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R!, NR'SO,R’,
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY),, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR', CNH)NR"),NHSO,NHR',
NHSO,N(CH;)R', N(CH;)SO,N(CH;)R", F, Cl, Br, 1, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(Q)OR™; or

A? and D', together with the atoms to which they are
attached, are benzene, naphthalene, heteroarene, cycloal-
kane, cycloalkene, heterocycloalkane or heterocycloalkene;
and

B',E’, and Y* are independently selected H, R', OR', SR?,
S(O)RY, SO,R!, C(O)R!, C(O)OR!, OC(O)R', NHR',
NR"Y),, CCONHR', COIN(R"),, NHC(O)R', NR'C(O)R",
NHC(O)OR*, NR'C(O)OR!, NHC(O)NH,, NHC(O)NHR',
NHC(O)N(R™"),, NR'C(O)NHR', NR'C(O)NR"),,
SO,NH,, SO,NHR!, SO,N(R'),, NHSO,R!, NR'SO,R’,
NHSO,NHR', NHSO,N(R"),, NR'SO,NHR', NR'SO,N
(RY, C(O)NHNOH, C(O)NHNOR', C(O)NHSO,R',
C(NH)NH,, C(NH)NHR!, C(NNH)N(R'),NHSO,NHR!,
NHSO,N(CH;)R', N(CH;)SO,N(CH;)R", F, Cl, Br, 1, CN,
NO,, N;, OH, C(O)H, CHNOH, CH(NOCH,), CF;, C(O)
OH, C(O)NH, or C(O)OR';

R'isR2%, R® R*orR5;

R4 is cycloalkyl, cycloalkenyl or cycloalkynyl;

R? is phenyl, which is unfused or fused with benzene,
heteroarene or R**; R*# is cycloalkane or heterocycloalkane;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*#; R34 is cycloalkane or heterocycloalkane;

R* is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**; R** is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R® is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
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selected R®, NC(R**)(R%), R7, OR”, SR”, S(O)R’, SO,R’,
NHR’, N(R7),, C(O)R?, C(O)NH,, C(O)NHR’, C(O)
NR"),, NHC(O)R”, NR’C(O)R”, NHSO,R”, NHC(O)YOR,
SO,NH,, SO,NHR’, SO,N(R”),, NHC(O)NH,, NHC(O)
NHR’, NHC(O)CH(CH,)NHC(O)CH(CH,)C(O)CH(CH,)
NH,, NHC(O)CH(CH;)NHC(O)CH(CH;)NHR', OH, (O),
C(0)OH, N;, CN, NH,, CF;, CF,CF,, F,Cl, BrorI;

R® is C,-Cs-spiroalkyl, each of which is unsubstituted or
substituted with OH, (O), N;, CN, CF;, CF,CF;, F, Cl, Br, 1,
NH,, NH(CH;) or N(CHs,),;

R% and R are independently selected alkyl or, together
with the N to which they are attached, R°<;

R®€ is aziridin-1-yl, azetidin-1-yl, pyrrolidin-1-yl or pip-
eridin-1-yl, each having one CH, moiety unreplaced or
replaced with O, C(O), CNOH, CNOCHj;, S, S(O), SO, or
NH;

R7isR% R, R'%orR'!;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R®4; R® is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R®*; R* is cycloalkane, cycloalkene, hetero-
cycloalkane or heterocycloalkene;

R'?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R'%4; R'%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R'2, OR'?, SR'?, S(O)R'?, SO,R'?, C(O)R'?
CO(O)R"?, OC(O)R'"?, OC(O)OR'? NH,, NHR'? N(R'?),,
NHC(O)R'?, NR'>C(O)R'?, NHS(O),R'?, NR'*$(0),R"?,
NHC(O)OR*?, NR'>C(O)OR'?, NHC(O)NH,, NHC(O)
NHR'?, NHC(O)N(R'?),, NR'>C(O)NHR"*, NR'>*C(O)N
(R'?),, C(O)NH,, C(O)NHR'?, C(O)N(R'?),, C(O)NHOH,
C(O)NHOR'?, C(O)NHSO,R'?, C(O)NR'*SO,R"?,
SO,NH,, SO,NHR'?, SO,N(R'?),, C(O)H, C(O)OH, C(N)
NH,, COIN)NHR'?, C(IN)N(R'?),, CNOH, CNOCH,, OH,
(0), CN, N3, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
Orfl{’lz is R13, RM, RS or R16;

R*? is phenyl, which is unfused or fused with benzene,
heteroarene or R*3%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'*is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**4; R'* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene:

R'? is cycloalkane, cycloalkene, heterocycloalkane or het-
erocycloalkene, each of which is unfused or fused with ben-
zene, heteroarene or R*>%; R4 is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R'®is alkyl, alkenyl or alkynyl;

RV s RlS, ng, R or Rzl;

R'® is phenyl, which is unfused or fused with benzene,
heteroarene or R*®4; R*®4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R'? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R'*4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*°is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R**4; R?°4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R?*?, OR?*?, SR*?, S(O)R**, SO,R*?, C(O)R*,
CO(O)R??, OC(O)R?*?, OC(O)OR?? NH,, NHR?? N(R*?),,
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NHC(O)R??, NR*>C(O)R*?, NHS(0),R**, NR**S(0),R*?,
NHC(O)OR?*?, NR**C(O)OR*?, NHC(O)NH,, NHC(O)
NHR??, NHC(O)N(R*?),, NR**C(O)NHR??, NR**C(O)N
(R*?),, C(O)NH,, C(O)NHR?*?, C(O)N(R*?),, C(O)NHOH,
C(O)NHOR*?, C(O)NHSO,R*?, C(O)NR?*?SO,R*?,
SO,NH,, SO,NHR*?, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR?*?, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or %{22 iS R23, R24 or R25;

R?? is phenyl, which is unfused or fused with benzene,
heteroarene or R**%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>**is heteroarene, which is unfused or fused with benzene,
heteroarene or R***; R*** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl each of which is unfused or fused with benzene,
heteroarene or R**; R**# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

Z'is R3¢ orR?7;

77 is R*®, R*® or R*%;

7' and Z** are both absent or are taken together to form
CH,, CH,CH, or Z'*4,

7' is C,-C,-alkylene having one or two CH, moieties
replaced by NH, N(CH,), S, S(O) or SO,;

L' is a R*, OR*’, SR?7, S(O)R*?, SO,R*", C(O)RY’,
CO(O)R*?, OC(O)R?*’, OC(O)OR>’, NHR?’, C(O)NH, C(O)
NR*?, C(O)NHOR?>?, C(O)NHSO,R>?, SO,NH, SO,NHR*’,
C(N)NH, C(N)NHR>7;

R? is phenylene, which is unfused or fused with benzene
or heteroarene or R?%*; R*** is cycloalkane, cycloalkene,
heterocycloalkane or heterocycloalkene;

R?7 is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R*#; R?’# is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?® is phenylene, which is unfused or fused with benzene,
heteroarene or R*®*4; R®®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is heteroarylene, which is unfused or fused with ben-
zene or heteroarene or R**4; R**4 is cycloalkane, cycloalk-
ene, heterocycloalkane or heterocycloalkene;

R?° is cycloalkylene, cycloalkenylene, heterocycloalky-
lene or heterocycloalkenylene, each of which is unfused or
fused with benzene, heteroarene or R***; R*** is cycloalkane,
cycloalkene, heterocycloalkane or heterocycloalkene;

R37 is a bond or R*74;

R*74 is alkylene, alkenylene, or alkynylene, each of which
is unsubstituted or substituted with one or two or three inde-
pendently selected R>"2, OR*>7Z, SR*>7Z, S(0)R>7Z, SO,R>7%
C(O)R?"®, CO(O)R>"®, OC(O)R*"Z, OC(O)OR*"?, NH,,
NHR?7Z| N(R*7%),, NHC(O)R*"%, NR*>’2C(O)R*’#, NHS
(0),R>", NR*’S(0),R*"#, NHC(O)OR>"”, NR*’”C(0)
OR?*72 NHC(O)NH,, NHC(O)NHR>"Z, NHC(O)N(R>"%),,
NR*”2C(O)NHR>"Z, NR*”?C(O)N(R>"?),, C(O)NH,, C(O)
NHR?7Z, C(O)N(R*7%),, C(O)NHOH, C(O)NHOR>"2, C(0)
NHSO,R?””, C(O)NR?7?SO,R*"?, SO,NH,, SO,NHR>"?,
SO,NR?"?),, C(O)H, C(O)OH, C(N)NH,, C(N)NHR>"?,
C(N)N(R?*7%),, CNOH, CNOCH,, OH, (O), CN, N3, NO,,
CF;, CF,CF;, OCF;, OCF,CF,, F, Cl, Br and I substituents;

R3*7% is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl, or heterocy-
cloalkenyl;

7% is R*®, R or R*;

R?® is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;
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R?? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R*is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R*® and R*” are sub-
stituted with OR™**;

R* is R42, R43, R*or R45;

R*? is phenyl, which is unfused or fused with benzene,
heteroarene or R**4; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R*%; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R**is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R**; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R*®, OR*®, SR*, S(O)R*, SO,R*®, C(O)R*,
CO(O)R™, OC(O)R*®, OC(O)OR™®, NH,, NHR*S, N(R*%),,
NHC(O)R*®, NR*C(O)R*, NHS(0),R*, NR*°S(0),R*,
NHC(O)OR*®, NR*C(O)OR*®, NHC(O)NH,, NHC(O)
NHR*®, NHC(O)N(R*),, NR**C(O)NHR*®, NR*°C(O)N
(R*9),, C(O)NH,, C(O)NHR*S, C(O)N(R*%),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R*, C(O)NR*SO,R*,
SO,NH,, SO,NHR*’, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR*®, CIN)N(R*®),, CNOH, CNOCH,, OH,
(O%, CN, N,, NO,, CF;, CF,CF;, OCF;, OCF,CF,, F, Cl, Br
orl;

R*¢ is alkyl, alkenyl, alkynyl, R*’, R*® or R**;

R* is phenyl, which is unfused or fused with benzene,
heteroarene or R*"#; R*"# is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R™*® is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**; R**4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R*#; R** is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

wherein the moieties represented by R*?, R**4 R*3, R**4,
R* R*4 RY R¥ R* R**4 R* and R*** independently
substituted with one or two or three or four of independently
selected R?°, OR®°, SR*’, S(O)R*°, SO,R*°, C(O)R*,
CO(0)R*°, OC(0)R*°, OC(O)OR’°, NH,, NHR>°, N(R*°),,
NHC(O)R®, NR’°C(O)R', NHS(0),R>°, NR*°S(0),R*°,
NHC(O)YOR?®, NR*°C(O)OR*°, NHC(O)NH,, NHC(O)
NHR>°, NHC(O)N(R>?),, NR*°C(O)NHR*°, NR*°C(O)N
(R*9),, C(O)NH,, C(O)NHR?, C(O)N(R?),, C(O)NHOH,
C(O)NHOR?, C(O)NHSO,R®, C(O)NR?*°SO,R>°,
SO,NH,, SO,NHR*’, SO,N(R>%),, C(O)H, C(O)OH, C(N)
NH,, CIN)NHR>°, C(N)N(R*°),, CNOH, CNOCH,, OH,
(0), CN, N3, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
Or%{,SO is RSI, R52, R53 or R54;

R’! is phenyl, which is unfused or fused with benzene,
heteroarene or R*'; R*!4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>2 is heteroaryl, which is unfused or fused with benzene,
heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>?is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
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heteroarene or R**#; R34 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>*is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R*>, OR®, SR*’, S(O)R*, SO,R*, C(O)R>?,
CO(O)R??, OC(O)R>?, OC(OYOR??, NH,, NHR>? N(R>?),,
NHC(O)R??, NR>>C(O)R®, NHS(0),R*>, NR>*S(0),R>?,
NHC(O)OR??, NR*>C(O)OR**, NHC(O)NH,, NHC(O)
NHR??, NHC(O)N(R®),, NR*>C(O)NHR>?, NR>>C(O)N
(R*%),, C(O)NH,, C(O)NHR>*, C(O)N(R?),, C(O)NHOH,
C(O)NHOR??, C(O)NHSO,R>, C(O)NR*’SO,R>,
SO,NH,, SO,NHR*, SO,N(R*?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR??, C(N)N(R*?),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF,, OCF,, OCF,CF,, F, Cl, Br
orl;

R>® is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

wherein each foregoing cyclic moiety is independently
unsubstituted, further unsubstituted, substituted or further
substituted with one or two or three or four or five of inde-
pendently selected R>74, R>7, OR®?, SR>’ S(O)R*?, SO,R*7,
C(O)R7, CO(O)R>?, OC(O)R*7, OC(OYOR>?, NH,, NHR*?,
N(R’"),, NHC(O)R7, NR*’C(O)R>7, NHS(O),R>7, NR*>’S
(O),R*>?, NHC(O)OR>?, NR*’C(O)OR>’, NHC(O)NH,,
NHC(O)NHR>?,  NHC(O)N(R"),, NR*’C(O)NHR*’,
NR*’C(O)N(R?7),, C(O)NH,, C(O)NHR>’, C(O)N(R*?),,
C(O)NHOH, C(O)NHOR>’, C(O)NHSO,R*’, C(O)
NR*’SO,R%7, SO,NH,, SO,NHR>’, SO,N(R>?),, C(O)H,
C(0)OH, C(N)NH,, C(N)NHR”’, C(N)N(R*>?),, CNOH,
CNOCH;, OH, (0), CN, N;, NO,, CF;, CF,CF;, OCF;,
OCF,CF;, F, Cl, Brorl,

R is RSS’ RSQ, R or R61;

R>7 is spirocyclyl;

R>® is phenyl, which is unfused or fused with benzene,
heteroarene or R>®*4; R>®*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R>? is heteroaryl, which is unfused or fused with benzene,
heteroarene or R>*4; R%*4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R®is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R%4; R%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R%! is alkyl, alkenyl or alkynyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®?, OR%, SR%, S(O)R®*, SO,R%, C(O)R%,
CO(0)R>2, OC(O)R%?, OC(O)OR®?, NH,, NHR, N(R®2),,
NHC(O)R??, NR®C(O)R%, NHS(0),R%, NR**S(0),R,
NHC(O)OR®?, NR*C(O)OR*, NHC(O)NH,, NHC(O)
NHR®, NHC(O)N(R®?),, NR2C(O)NHR?®?, NR**C(O)N
(R%%),, C(O)NH,, C(O)NHR®?, C(O)N(R%?),, C(O)NHOH,
C(O)NHOR®?, C(O)NHSO,R®, C(O)NRSSO,R®,
SO,NH,, SO,NHR%, SO,N(R®?),, C(O)H, C(O)OH, C(N)
NH,, C(N)NHR?®, C(N)N(R%?),, CNOH, CNOCH,, OH,
(0), CN, N,, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or %{62 is R63, R64, R65 or R66;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%4; R is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R* is heteroaryl, which is unfused or fused with benzene,
heteroarene or R%4; R% is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R% is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
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heteroarene or R%%; R%>4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R% is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R®7, OR®’, SR%, S(O)R®’, SO,R%’, C(O)R¥,
CO(O)RY, OC(O)RY”, OC(OYOR®”, NH,, NHR”, N(R%),,
NHC(O)RY?, NR’C(O)R?’, NHS(0O),R®’, NR*’S(0),R®’,
NHC(O)YOR®, NRY’C(O)OR%’, NHC(O)NH,, NHC(O)
NHR®, NHC(O)N(R®"),, NR¥C(O)NHR®’, NR¥’C(O)N
(R%7),, C(O)NH,, C(O)NHR®”, C(O)N(R®"),, C(O)NHOH,
C(O)NHORY, C(O)NHSO,RY, C(O)NR?’SO,R?,
SO,NH,, SO,NHR®", SO,N(R%),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR®”, CIN)N(R"),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
or I substituents;

R®” is alkyl, alkenyl, alkynyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl;

wherein the moieties represented by R>74, R>#, R>®, R%,
R, R%*, R, and R% are unsubstituted or substituted with
one or two or three or four of independently selected R%,
OR%, SR, S(O)R®, SO,R®®, C(O)RY, CO(O)R®®, OC(O)
R%, OC(O)OR®®, NH,, NHR®, N(R%®), NHC(O)R®,
NR®C(O)R®, NHS(0),R®®, NR%®S(0),R %, NHC(O)OR*,
NR®C(O)OR®®, NHC(O)NH,, NHC(O)NHR®®, NHC(O)N
(R%),, NROC(O)NHR®, NRC(O)N(R®),, C(O)NH,,
C(O)NHR®®, C(O)N(R®®),, C(OINHOH, C(O)NHOR®,
C(O)NHSO,R®® C(O)NR®®*SO,R®, SO,NH,, SO,NHR®,
SO,N(R®), C(O)H, C(OYOH, CIN)NH,, CIN)NHR*®, C(N)
N(R®®),, CNOH, CNOCH,, OH, (0), CN, N, NO,, CF,,
CF,CF;, OCF;, OCF,CF,, F, Cl, Bror I,

R is R69, R70, R or R72;

R® is phenyl, which is unfused or fused with benzene,
heteroarene or R%4; R4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”° is heteroaryl, which is unfused or fused with benzene,
heteroarene or R7%4; R7%4 is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”! is cycloalkyl, cycloalkenyl, heterocycloalkyl or hetero-
cycloalkenyl, each of which is unfused or fused with benzene,
heteroarene or R7*; R”* is cycloalkane, cycloalkene, het-
erocycloalkane or heterocycloalkene;

R”? is alkyl, alkenyl or alkenyl, each of which is unsubsti-
tuted or substituted with one or two or three of independently
selected R”?, OR”*, SR™, S(O)R”, SO,R”*, C(O)R™,
CO(O)R™, OC(O)R™, OC(O)OR’, NH,, NHR?, N(R™),,
NHC(O)R™, NR>C(O)R”3, NHS(0O),R”*, NR”*S(0),R”,
NHC(O)YOR”, NR’C(O)OR™, NHC(O)NH,, NHC(O)
NHR”?, NHC(O)N(R™),, NR”>C(O)NHR”®, NR>*C(O)N
(R),, C(O)NH,, C(O)NHR”?, C(O)N(R"?),, C(O)NHOH,
C(O)NHOR™, C(O)NHSO,R™, C(O)NR’SO,R™,
SO,NH,, SO,NHR”*, SO,N(R"?),, C(O)H, C(O)OH, C(N)
NH,, CON)NHR”?, C(IN)N(R™),, CNOH, CNOCH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl;

R” is alkyl, alkenyl, alkenyl, phenyl, heteroaryl,
cycloalkyl, cycloalkenyl, heterocycloalkyl or heterocycloalk-
enyl; and

the moieties represented by R®, R7°, and R7* are unsub-
stituted or substituted with one or two or three or four of
independently selected NH,, C(O)NH,, C(O)NHOH,
SO,NH,, CF,, CF,CF;, C(O)H, C(O)OH, C(N)NH,, OH,
(0), CN, N;, NO,, CF,, CF,CF;, OCF,, OCF,CF,, F, Cl, Br
orl.

In one embodiment of Formula (I), A’ is N. In another
embodiment of Formula (I), A' is C(A?). In another embodi-
ment of Formula (I), A' is C(A?); and A% is H.
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In one embodiment of Formula (1), B is OR*, or NHR'. In
another embodiment of Formula (I), A" is C(A%); A®is H; and
B! is NHR'. In another embodiment of Formula (I), A’ is
C(A%); A%is H; and B' is OR".

In one embodiment of Formula (I), D* is H. In another
embodiment of Formula (1), A' is C(A%); A%is H; B' is NHR*;
and D' is H. In another embodiment of Formula (I), A® is
C(A%); A%is H; B'is OR'; and D" is H.

In one embodiment of Formula (I), E! is H. In another
embodiment of Formula (1), A' is C(A%); A%is H; B is NHR*;
D' is H; and E! is H. In another embodiment of Formula (I),
Alis C(A%); A%is H; B' is OR'; D' is H; and E* is H.

In one embodiment of Formula (I),Y* is H, CN, NO,, F, Cl,
Br, CF,, R'7, or SO,R'”. In another embodiment of Formula
(D), Y'is NO,. Inanother embodiment of Formula (I),Y" is Cl.
Inanother embodiment of Formula (I), Y* is SO,R*”; wherein
R'7 is as defined herein. In another embodiment of Formula
(D, Y' is SO,R'7; wherein R'7 is alkyl. In another embodi-
ment of Formula (I), Y* is R'7; wherein R*7 is alkynyl. In
another embodiment of Formula (I), A' is C(A%); A% is H; B!
is NHR'; D' is H; B! is H; and Y is NO, or SO,R'”; wherein
R'7is alkyl or alkynyl. In another embodiment of Formula (I),
Alis C(A?); A% is H; B' is NHR'; D* is H; E* is H; and Y* is
NO,. In another embodiment of Formula (I), A' is C(A?); A2
is H; B'is NHR'; D' is H; E* is H; and Y* is SO,R'7, wherein
R'7 is alkyl substituted with three F. In another embodiment
of Formula (I), A' is C(A%); A%is H; B*is OR*; D' is H; E' is
H;and Y'is Cl

In one embodiment of Formula (I), R is R* or R®. In one
embodiment of Formula (I), R* is R*. In one embodiment of
Formula (I), R' is R®. In one embodiment of Formula (I), R*
is R* and R* is cycloalkyl, or heterocycloalkyl. In one
embodiment of Formula (I), R* is R*; and R* is cycloalkyl. In
one embodiment of Formula (I), R* is R*; and R* is hetero-
cycloalkyl.

In one embodiment of Formula (I), R' is R*; and R* is
cycloalkyl; wherein R* is unsubstituted or substituted as
defined herein. In another embodiment of Formula (I), R® is
R*; and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted as defined herein. In another embodiment of Formula
(D, R'is R*; and R*is cycloalkyl; wherein the cycloalkyl ring
is substituted with R>7, NHR*’, or N(R®?),. In another
embodiment of Formula (I), R' is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with R*7; and R*7 is R%. In
another embodiment of Formula (I), R' is R* R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with R>’; R*7 is
R%; and R is heterocycloalkyl. In another embodiment of
Formula (I), R' is R*; R*is cycloalkyl; wherein the cycloalkyl
ring is cyclohexyl; and wherein the cyclohexyl ring is substi-
tuted with R>”; R>7 is R%%; R% is heterocycloalkyl; wherein
the heterocycloalkyl ring is morpholinyl or piperazinyl. In
another embodiment of Formula (I), R* is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is substituted with
N(R?7),. In another embodiment of Formula (I), R* is R* and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
and wherein the cyclohexyl ring is substituted with N(R>?),.
In another embodiment of Formula (I), R is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with N(R*7),, R>7
is R%, and R is alkyl which is unsubstituted. In another
embodiment of Formula (I), R* is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with N(R>7),, R*7 is R%°, and
R is cycloalkyl which is unsubstituted. In another embodi-
ment of Formula (I), R is R*; and R* is cycloalkyl; wherein
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the cycloalkyl ring is substituted with NHR’”. In another
embodiment of Formula (I), R* is R* and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with NHR®’. In another
embodiment of Formula (I), R* is R* and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with NHR>?, R>7 is R%°, and
R is heterocycloalkyl which is unsubstituted.

In one embodiment of Formula (I), R! is R*; and R* is
heterocycloalkyl; wherein R* is unsubstituted or substituted
as defined herein. In another embodiment of Formula (I), R*
is R* and R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is substituted as defined herein. In another
embodiment of Formula (I), R! is R* and R*' is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is substituted with
R>’. In another embodiment of Formula (I), R* is R*; and R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the heterocycloalkyl ring is substituted with one or two or
three or four or five more R*7; SO,R>’, or OH, and R>” is R%°
or R®. In another embodiment of Formula (I), R* is R*; R*is
heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl; ring
is substituted with R>7; R>” is R°® or R%; R% is cycloalkyl or
heterocycloalkyl; and R% is alkyl. In another embodiment of
Formula (1), R! is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R>7; R>7 is
R%; R% is heterocycloalkyl, wherein the heterocycloalkyl is
tetrahydropyranyl or oxetanyl. In another embodiment of
Formula (I), R' is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R>”; R>” is
R®%; R% is cycloalkyl, wherein the cycloalkyl is cyclopropyl
or cyclopentyl. In another embodiment of Formula (I), R" is
R* R*is heterocycloalkyl; wherein the heterocycloalkyl ring
is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl, and
wherein the piperidinyl, pyrrolinyl, morpholinyl, or piperiz-
inyl ring is substituted with one or two or three or four or five
R7; R*7 is R®; R® is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl. In another embodiment of Formula (I),
R'is R* R*is heterocycloalkyl; wherein the heterocycloalkyl
ring is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl,
and wherein the piperidinyl, pyrrolinyl, morpholinyl, or pip-
erizinyl ring is substituted with one or two or three or four or
five R°7; R is R®'; R is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or Cs-alkyl; wherein the C,-alkyl, C,-alkyl, or
C,-alkyl are unsubstituted or substituted.

In one embodiment of Formula (I), R* is R; and R® is alkyl
which is unsubstituted or substituted. In one embodiment of
Formula (I), R* is R®; and R® is alkyl which is unsubstituted or
substituted with R7, OR”, N(R"),, or OH.

In one embodiment of Formula (I), R” is R*® or R** which
are unsubstituted or substituted as defined herein. In another
embodiment of Formula (I), R” is R'® which is unsubstituted
or substituted as defined herein. In another embodiment of
Formula (I), R” is R which is unsubstituted or substituted as
defined herein.

In one embodiment of Formula (I), R'° is cycloalkyl or
heterocycloalkyl which are unsubstituted or substituted as
defined herein. In another embodiment of Formula (), R'° is
heterocycloalkyl which is unsubstituted or substituted as
defined herein. In another embodiment of Formula (I), R*° is
tetrahydrofuranyl, tetrahydropyranyl, morpholinyl, dioxanyl,
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piperidinyl, piperizinyl, or pyrrolidinyl, which are unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (I), R'® is tetrahydropyranyl, which is unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (I), R'® is morpholinyl, which is unsubstituted or
substituted as defined herein. In another embodiment of For-
mula (I), R*® is cycloalkyl which is unsubstituted or substi-
tuted as defined herein. In another embodiment of Formula
(1), R'° is cyclohexyl which is unsubstituted or substituted as
defined herein.

In one embodiment of Formula (I), R'* is alkyl which is
unsubstituted. In another embodiment of Formula (I), R is
methyl, which is unsubstituted or substituted as defined
herein. In another embodiment of Formula (I), R** is alkyl,
which is substituted as defined herein. In another embodiment
of Formula (I), R'! is alkyl, which is substituted with OR"?,
R'?is RS, and R'¢ is alkyl.

Another embodiment of this invention pertains to com-
pounds of Formula (I), wherein

Alis Nor C(A%),

A%isH;

B'is OR', NHR';

D'is H;

E'is H; and

Y'is H, CN, NO,, F, Cl, Br, CF;, R"7, or SO,R'7;

R'is R*orR%;

R* is cycloalkyl, or heterocycloalkyl;

R? is alkyl or alkynyl, each of which is unsubstituted or
substituted with one or two or three of independently selected
R7, OR7,N(R"),, OH, F, Cl, Bror I;

R7isR@orR'!;

R'? is cycloalkyl or heterocycloalkyl;

R is alkyl, each of which is unsubstituted or substituted
with one or two or three of independently selected F, Cl, Bror
L R7is Rzl;

R?! is alkyl, or alkynyl, each of which is unsubstituted or
substituted with one or two or three of independently selected
F, Cl, Brorl,

7! is R?%;

77 is R,

7' and 734 are both absent;

L'isaR?7;

R?9 is phenylene;

R?° is heterocycloalkylene;

R is R37A;

R374is alkylene, alkenylene, or alkynylene, each of which
is unsubstituted or substituted with one or two or three inde-
pendently selected F, Cl, Br and I substituents;

7% is R*®, or R*;

R?® is phenyl, which is unfused or fused with R>*%; R334 is
heterocycloalkane;

R*’ is cycloalkenyl, or heterocycloalkenyl;

wherein the moieties represented by R*® and R*” are sub-
stituted (i.e., if Z' and Z>* are absent) or further substituted
(ie., if Z'* and Z** are present) with one or two or three or
four of independently selected R*', OR*', or NHR*;

R*is R42, R43, or R45;

R*? is phenyl, which is unfused or fused with heteroarene
or R**%; R*** is heterocycloalkane;

R* is heteroaryl, which is unfused or fused with het-
eroarene;

R*’ is alkyl, each of which is unsubstituted or substituted
with one or two or three of independently selected R*S, F, Cl,
Brorl;

R* is R*, or R*®;

R*” is phenyl;
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R*? is heteroaryl;

wherein the moieties represented by R*?, R**4 R** R**4,
R44, R44A, R47, R47A, R48, R48A, R49, and R49A are indepen-
dently substituted with one or two or three or four of inde-
pendently selected R*°, OR*°, CO(O)R*°, NH,, NHR>’,
NR>?),, NHC(O)R*°, NHS(0),R*°, NHC(O)OR?°, C(O)
NH,, C(O)NHR’°, C(O)N(R>?),, OH, (0), CN, NO,, CF5, F,
Cl, Brorl,;

R is RSI, Rszg R or R54;

R>! is phenyl;

R>2 is heteroaryl;

R>? is cycloalkyl or heterocycloalkyl;

R>%is alkyl, each of which is unsubstituted or substituted
with one or two or three of independently selected R>*, OR>,
C(O)R>®, NH,, NHR?>, N(R>%),, NR*>C(O)OR*>*, C(O)N
(R*®),, OH, F, Cl, Bror I,

R>? is alkyl, phenyl, or heterocycloalkyl; and

wherein each foregoing cyclic moiety is independently
unsubstituted, further unsubstituted, substituted or further
substituted with one or two or three or four or five of inde-

dently selected R>™, R, OR*’, SO,R>’, C(O)R”’
pendently s > s 2 ’ s
CO(0)R>?, NH,, NHR??, N(R>7),, OH, (0), CN, F, Cl, Bror
I

R>7 is spirocyclyl;

R57 is RSS, R60 or R61;

R>% is phenyl;

R is cycloalkyl, or heterocycloalkyl;

R® is alkyl, or alkenyl, each of which is unsubstituted or
substituted with one or two or three of independently selected
R%, OR%, N(R?),, C(O)N(R?),, OH, F, Cl, Bror I;

R s R63, R64, R or R66;

R® is phenyl;

R* is heteroaryl;

R% is cycloalkyl, or heterocycloalkyl;

R% is alkyl, each of which is unsubstituted or substituted
with one or two or three of independently selected OR®”, F,
Cl, Br or I substituents;

R% is alkyl;

wherein the moieties represented by R>74, R>#, R>®, R%,
R%, R%*, R and R®” are unsubstituted or substituted with
one or two or three or four of independently selected R, F,
Cl, Brorl,;

R%®isR7! or R"?;

R7! is heterocycloalkyl; and

R7? is alkyl which is unsubstituted or substituted with one
or two or three of independently selected F, Cl, Bror L.

Still another embodiment pertains to compounds having
Formula (I), which are
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-((dimethylamino)methyl)phenoxy)-N-((3-nitro-4-

((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-

nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-(methylamino)phenoxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-

N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-

N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(2-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
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4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-nitrophenoxy )-N-((3-nitro-4-((tetrahydro-2H-pyran-
4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1-biphenyl-2-yl)methyl)piperazin-1-yl)-
2-(3-(hydroxymethyl)phenoxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy )-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy )-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy )-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy )-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy )-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy )-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-((1-methyl-1H-indol-4-yl)oxy)benzamide;
2-(3-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(4-aminophenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-y1)
methyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(3-aminophenoxy)-4-(4-(4'-chloro-1,1'-biphenyl-2-yl)me-
thyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-methoxyphenoxy)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(dimethylamino)phenoxy)-N-((3-nitro-4-((tetrahy-
dro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-cyanophenoxy )-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-6-yl)oxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-5-yl)oxy)-N-((4-((3-mor-
pholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-((2-methyl-1,3-benzothiazol-5-yl)oxy)benza-
mide;
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4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)-3-oxopropyl)phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)-2-oxoethyl)phenoxy)-N-((3-ni-
tro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)propyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)ethyl)phenoxy )-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
2-(5-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-2-
(3-nitro-4-((tetrahydro-2H-pyran-4-yl)methylamino)phe-
nylsulfonylcarbamoyl)phenoxy)-N,N-dimethylbenza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-((dimethylamino)methyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-morpholin-4-ylphenoxy ))benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2,4-dimethyl-1,3-thiazol-5-yl)phenoxy)-N-((4-((3-
morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl1)-2-(3,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((4'-chloro-4-(2-(dimethylamino)ethoxy)-1,1'-biphe-
nyl-2-yl)methyl)piperazin-1-yl1)-2-(3-chlorophenoxy)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy )-4-(4-((4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl)methyl)piperazin-1-yl)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino )ethoxy)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
isopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
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2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)cyclohex-1-

en-1-yD)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl )benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indazol-4-y1)
oxy)-N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophe-
nyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

2-(3-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
ethylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((3-nitro-
4-((1,2,2,6,6-pentamethylpiperidin-4-yl)amino )phenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((3-
nitro-4-((1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino)phenyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((7-fluoro-1H-indol-5-y1)oxy)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sul-
fonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-((4'-chloro-4-(2-pyrrolidin-1-yl-

ethyl)-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indazol-4-y1)
oxy)-N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophe-
nyl)sulfonyl)benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)cyclohept-1-

en-1-yD)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl )benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-y1)-N-((4-((1-methylpiperidin-4-y1)
amino)-3-nitrophenyl)sulfonyl)-2-(3-(trifluoromethyl)
phenoxy)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-((2-0x0-1,2,3,4-tetrahydroquinolin-5-yl)oxy)
benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-((trifluoromethyl)sulfo-
nyl)phenyl)sulfonyl)benzamide;
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4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

2-(2-chloro-4-fluorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

yleyclopent-1-en-1-yl)methyl)piperazin-1-yl1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2-chloro-3-(trifluoromethyl)
phenoxy)-N-((4-((1-methylpiperidin-4-yl)amino)-3-ni-
trophenyl)sulfonyl)benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
cyclopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-((1-methyl-1H-indol-4-yl)oxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-morpholin-4-ylphenoxy)-N-((4-((3-morpholin-4-yl-
propyl)amino)-3-nitrophenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)
sulfonyl)-2-((3-(3-morpholin-4-y1-3-oxopropyl)-1H-in-
dol-5-yhoxy)benzamide;

2-(3-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-

yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(4-cyanophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-((3-(3-morpholin-4-yl-3-oxopropyl)-1H-indol-5-y1)
0xy)-N-((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)
amino)phenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-((3-(3-morpholin-4-ylpropyl)-1H-indol-5-y1)oxy)-N-
((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(4-((dimethylamino)methyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(4-(1H-imidazol-1-yl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;

4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-nitrophenoxy)-N-((4-((tetrahydro-2H-pyran-4-ylm-
ethyl)amino)phenyl)sulfonyl)benzamide;
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tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-((ethylamino)methyl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-((ethylamino)methyl)phenoxy )N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
2-(4-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-2-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-3-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino)ethyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
2-(4-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-morpholin-4-ylphenoxy )-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((2-methyl-1,3-benzothiazol-5-yl)oxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
tert-butyl 4-(3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-
ylmethyl)amino)phenyl)sulfonyl)amino)carbonyl)phe-
noxy)phenyl)piperazine-1-carboxylate;
2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl1)-N-((4-((3-(dimethylamino)pro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-morpholin-4-ylethoxy)phenoxy )-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)-2-((2-0x0-1,2,3,4-tetrahydroquinolin-5-
yloxy)benzamide;
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2-(4-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
tert-butyl 4-(4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)amino)carbonyl)phenoxy)
phenyl)piperazine-1-carboxylate;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-pyridin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-3-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((1-methyl-1H-benzimidazol-5-yl)oxy)-N-((4-((3-mor-
pholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl))benza-
mide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-2-(3-
(methylcarbamoyl)phenoxy)-N-(4-(3-morpholinopropy-
lamino)-3-nitrophenylsulfonyl)benzamide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-N-(4-
(3-(dimethylamino)propylamino)-3-nitrophenylsulfo-
nyl)-2-(3-methylcarbamoyl)phenoxy )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-(dimethylamino)propyl)-1H-indol-5-yl)oxy)-N-
((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-(hydroxymethyl)phenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((4-methoxybenzyl)oxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
N-(4-((4-aminotetrahydro-2H-pyran-4-yl)methylamino)-3-
nitrophenylsulfonyl)-2-(3-chlorophenoxy)-4-(4-((2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-enyl)methyl)pip-
erazin-1-yl)benzamide;
4-(4-(1-(4'-chlorobiphenyl-2-yl)ethyl)piperazin-1-y1)-2-(2-
chlorophenoxy)-N-(3-nitro-4-((tetrahydro-2H-pyran-4-
yDmethylamino)phenylsulfonyl)benzamide;
N-{[4-{4-[(4'-chloro-1,1"-biphenyl-2-y])methyl]piperazin-
1-y1}-2-(3,5-dichlorophenoxy)phenyl]sulfonyl }-4-[(1-
methylpiperidin-4-yl)amino|-3-nitrobenzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl) } sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({3-ni-
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]|
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({4-[(3-
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
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2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({3-
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
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[(1-methylpiperidin-4-yl)amino]-3-[ (trifluoromethyl)sul-
fonyl]phenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(3-fluorophe-
noxy )benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(2,3-difluorophe-

ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- 10 noxy )benzamide;
[(1-cyclopentylpiperidin-4-yl)amino]-3- 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
nitrophenyl}sulfonyl)benzamide; methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] 4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(2-fluorophe-
methyl}piperazin-1-yl)-2-(4-fluorophenoxy)-N-({4-[(1- s Dhoxy)benzamide;
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl) 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-({4-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- [(2-morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- benzamide;
[(1-cyclopropylpiperidin-4-yl)amino]-3- 20 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-y1]
nitrophenyl}sulfonyl)benzamide; methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(3-
2-(2-chloro-4-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4, nitro-4-{[1-(thien-3-ylmethyl)piperidin-4-yl]
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N- amino }phenyl)sulfonyl|benzamide;
({4-[(3-morpholin-4-ylpropyl)amino]-3- 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
nitrophenyl}sulfonyl)benzamide; 25 methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] pyl]amino }-3-nitrophenyl)sulfonyl]-2-(2-fluorophenoxy)
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin- benzamide;
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2,3-difluorophe- 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
noxy)benzamide; methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] 30  pyl]amino}-3-nitrophenyl)sulfonyl]-2-(3-fluorophenoxy)
methyl}piperazin-1-yl)-2-(2-fluorophenoxy)-N-({4-[(1- benzamide;
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl) 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] pyl]amino }-3-nitrophenyl)sulfonyl]-2-(4-fluorophenoxy)
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin- 35  benzamide;
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2-fluorophe- 4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
noxy)benzamide; methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[ (4-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] {[1-(2-fluoroethyl)piperidin-4-yl]lamino } -3-nitropheny1)
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({3-ni- sulfonyl]benzamide;
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino] 40 2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
phenyl}sulfonyl)benzamide; ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] [(2-morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)
methyl}piperazin-1-yl)-2-(2-fluorophenoxy)-N-({4-[(3- benzamide;
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl) 2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
benzamide; 45 ethylcyclohex-1-en-1-yllmethyl}piperazin-1-y1)-N-[(4-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] {[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo-
methyl}piperazin-1-yl)-2-(2-fluorophenoxy)-N-({4-[(2- nyl]benzamide;
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben- 2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
zamide; ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- 50  {[3-(4-methylpiperazin-1-yl)propyl]amino }-3-nitrophe-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({3- nyl)sulfonyl]benzamide;
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1) 2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
amino]phenyl}sulfonyl)benzamide; ethyl-5,6-dihydro-2H-pyran-3-yl]methyl}piperazin-1-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- 55 nitrophenyl}sulfonyl)benzamide;
[(3-morpholin-4-ylpropyl)amino]-3- 4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
nitrophenyl}sulfonyl)benzamide; pyran-3-yllmethyl}piperazin-1-y1)-2-(2,3-difluorophe-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] noxy)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
methyl}piperazin-1-yl)-2-(3-fluorophenoxy)-N-({4-[(2- nitrophenyl}sulfonyl)benzamide;
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben- 60 N-({4-[(1-allylpiperidin-4-yl)amino]-3-
zamide;, nitrophenyl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim- dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4- (2,3-difluorophenoxy)benzamide;
[(1-cyclopentylpiperidin-4-yl)amino]-3- 2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
nitrophenyl}sulfonyl)benzamide; 65  4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-

({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
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2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(3-pyrrolidin-1-ylpropyl)amino]
phenyl}sulfonyl)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(2-morpholin-4-ylethyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(1-methylpiperidin-4-yl)methyl]amino}-3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(4-
{[(1-methylpiperidin-4-yl)methyl]amino}-3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (4-fluoro-1H-indol-5-y1)oxy]-
N-{4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[3-(methoxymethoxy)-2-meth-
ylphenoxy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-hydroxy-2-methylphenoxy)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-bromophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-
y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-(3-iodophenoxy)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(2-hydroxyethyl)piperidin-4-yl]amino }-3-nitrophe-
nyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(3-
nitro-4-{[1-(2-phenylethyl)piperidin-4-ylJamino } phenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3,4-dichlorophenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chloro-3,5-difluorophenoxy)-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
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1-y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-methoxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[3-(hydroxymethyl)phenoxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
({1-[2-(2-methoxyethoxy)ethyl]piperidin-4-yl}amino)-3-
nitrophenyl]sulfonyl }benzamide;
2-(2-chloro-3-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (3-
nitro-4-{[1-(3-phenylpropyl)piperidin-4-y1]
amino }phenyl)sulfonyl[benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[1-(2-methoxyethyl)piperidin-4-yl]amino }-3-nitrophe-
nyl)sulfonyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-(1,4-
[(1-ethylpiperidin-4-yl)amino]-3-nitrophenyl)sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-isopropylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-hydroxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo-
nyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-methoxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(3-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-{[6-(4-chlorophenyl)-1,3-benzo-
dioxol-5-ylJmethyl}4  piperazin-1-y1)-N-({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl } sulfonyl)benza-
mide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-
y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-2-(2,3-difluorophe-
noxy)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl|benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-{[4-
({1-[2-(dimethylamino)-2-oxoethyl|piperidin-4-
yl}amino)-3-nitrophenyl]sulfonyl } benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(2-morpholin-4-ylethyl)piperidin-4-yl]amino}-3-ni-
trophenyl)sulfonyl|benzamide;
N-[(4-{[(4-aminotetrahydro-2H-pyran-4-yl)methyl]amino} -
3-nitrophenyl)sulfonyl]-2-(2-chlorophenoxy)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[ (4
{[(4-hydroxy-1-methylpiperidin-4-yl)methyl]amino }-3-
nitrophenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yDaminophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(3S)-1-methylpyrrolidin-3-yl]amino }-3-nitrophenyl)
sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(3R)-1-methylpyrrolidin-3-yl]amino } -3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)-2-[3-(1H-pyrrol-2-y1)
phenoxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-[ (4-{[(4-
hydroxy-1-methylpiperidin-4-yl)methyl]amino }-3-nitro-
phenyl)sulfonyl|benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;
tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl} sulfonyl)amino]
carbonyl }phenoxy)-1H-indole-1-carboxylate;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[4-(dimethylamino)cyclohexyl]amino} -3-nitrophenyl)
sulfonyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[4-(diethylamino)cyclohexyl]amino}-3-nitrophenyl)sul-
fonyl]benzamide;
Trans-2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-{4-[1-(4'-chloro-1,1'-biphenyl-2-yl)ethyl]piperazin-1-y1} -
2-(2-chlorophenoxy)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-4-yl)oxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-4-yl)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|phenyl} sulfonyl)benzamide;
2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-[(trifluorom-
ethyl)sulfonyl]phenyl} sulfonyl)benzamide;
2-({1,3-bis[(4-methylpiperazin-1-yl)methyl]-1H-indol-4-
yl}oxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-N-[(4-{[3-(dim-
ethylamino)propyl]amino}-3-nitrophenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyl]lamino }-3-nitrophenyl)sulfonyl]-2-({3-[(4-methylpip-
erazin-1-yl)methyl]-1H-indol-4-yl }oxy)benzamide;
2-(5-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-enyl)
methyl)piperazin-1-yl)-2-(4-(1-methylpiperidin-4-
ylamino)-3-nitrophenylsulfonylcarbamoyl)phenoxy)-N,
N-dimethylbenzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
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pyran-4-ylpiperidin-4-yl)amino Jphenyl }sulfonyl)-2-{[2-
(triftuoromethy1)-1H-indol-4-yl]oxy } benzamide;

2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-
4,4-dimethylcyclohex-1-en-1-yllmethyl }piperazin-1-yl)-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yDaminophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)-2-{[6-(trifluoromethyl)-
1H-indol-5-y1]oxy } benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino Jphenyl }sulfonyl)-2-{[6-
(triftuoromethy1)-1H-indol-5-yl|oxy } benzamide;
2-[(2-amino-1,3-thiazol-4-yl)methoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino Jphenyl }sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
tert-butyl 4-[(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-y1)-2-{[({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl } sulfonyl)amino)
carbonyl }phenoxy )methyl]-1,3-thiazol-2-ylcarbamate;
2-[(2-amino-1,3-thiazol-4-yl)methoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-[(2-chlorophenyl)amino]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-methoxy-1H-indol-5-yl)
0xy]-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino|phenyl }sulfonyl )benzamide;
2-[(2-amino-1,3-benzothiazol-6-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(2-chlorophenyl)amino]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
tert-butyl 5-[5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl|methyl}piperazin-1-y1)-2-({[(4-{[3-(dim-
ethylamino)propyl]amino }-3-nitrophenyl)sulfonyl]
amino }carbonyl)phenoxy|-1H-indole-1-carboxylate;
2-[(2-amino-1,3-benzothiazol-6-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
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methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl}sulfonyl)
benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6,7-difluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6-
fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6,7-
difluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl[benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(2-hydroxy-1-tetrahydro-2H-pyran-4-ylethyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[4-({[4-(hydroxymethy])tetrahydro-2H-pyran-4-yl]
methyl}amino)-3-nitrophenyl]sulfonyl} benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[ 1-(1,3-thiazol-4-ylmethyl)piperidin-4-y1]
amino }phenyl)sulfonyl[benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-(4-amino-3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;
N-[(4-{4-[(4-aminotetrahydro-2H-pyran-4-yl)methyl]
amino }-3-nitrophenyl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-yD)-2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(4-{[(3S,4R)-3-hydroxy-1-(1,3-thiazol-4-ylmethyl )pi-
peridin-4-ylJamino}-3-nitrophenyl)sulfonyl]benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-N-{[4-
({[4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl]
methyl}amino)-3-nitrophenyl]sulfonyl}benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylamino)phenyl]
sulfonyl}benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[4-(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-{[4-
(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(3-
nitro-4-{[3-(3-oxopiperazin-1-yl)propyljamino } phenyl)
sulfonyl|benzamide;
2-(6-aminopyridin-3-y1)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
4-(4-{1-[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yllethyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-y1)
0xy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[(3S)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[(3R)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl]benzamide;
tert-butyl  5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-yl-{[({3-nitro-4-[(tet-
rahydro-2H-pyran-4-ylmethyl)aminophenyl} sulfonyl)
amino]carbonyl }phenoxy)-3,4-dihydroisoquinoline-2
(1H)-carboxylate;
2-[(6-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-5,5-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylmethoxy)phe-
nyl]sulfonyl}benzamide;
2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
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1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;

2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-[(2-0x0-2,
3-dihydro-1H-indol-5-yl)oxy|benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-[(2-0x0-2,
3-dihydro-1H-indol-4-yl)oxy|benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-4-yl)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl} sulfonyl)
benzamide;

tert-butyl  5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
ylcarbamate;

tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl|methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
ylcarbamate;

2-[(6-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl) }piperazin-1-yl)-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;

2-[(2-aminopyridin-4-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;

2-[(5-bromopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;

2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[4-(4-chlorophe-
nyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;

2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;

4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-yl-
methyl)amino|phenyl }sulfonyl)benzamide;

tert-butyl  5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-3-
ylcarbamate;

2-[(5-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;

tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl]methyl }piperazin-1-y1)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino|
phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
ylcarbamate;
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2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino|phenyl }sulfonyl )benzamide;
2-[(2-aminopyridin-4-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-[(6-hydroxypyridin-3-yl)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-{[6-(benzyloxy)pyridin-3-yl|oxy } -4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-(1,4-dioxan-2-yl-
methoxy)-3-nitrophenyl]sulfonyl}-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-y1)
amino]-3-nitrophenyl}sulfonyl)-2-[ (2-0x0-2,3-dihydro-
1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)-2-[ (2-0x0-2,3-dihydro-
1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino]phenyl } sulfonyl)-2-[(2-
0x0-2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-{[4-(1,4-dioxan-2-ylmethoxy)-3-nitrophenyl]
sulfonyl}benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)
amino]-3-nitrophenyl}sulfonyl)-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[4-(4-chlo-
rophenyl)-6,6-dimethyl 5,6-dihydro-2H-pyran-3-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
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dol-5-yl)oxy]-N-({4-[(4-fluorotetrahydro-2H-pyran-4-yl)
methoxy]-3-nitrophenyl}sulfonyl)benzamide;

4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-N-{[5-cyano-6-(tet-
rahydro-2H-pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
2-{[3-(2-aminoethyl)-1H-indol-5-y1]oxy } -4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-{[3-(2-aminoethyl)-1H-indol-5-y1]oxy } -4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(tetrahydro-2H-
pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
2-[(6-amino-5-fluoropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-chloro-6-(tetrahydro-2H-
pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-({4-[(4-morpholin-4-
yleyclohexyl)amino]-3-nitrophenyl } sulfonyl)-2-[(1-oxo-
1,2,3,4-tetrahydroisoquinolin-5-yl)oxy |benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(1,4-dioxan-2-yl-
methoxy)pyridin-3-yl]sulfonyl }-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
N-{[5-bromo-6-(1,4-dioxan-2-ylmethoxy)pyridin-3-yl]sul-
fonyl}-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-ylJmethyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-
5-yDoxy]benzamide;
Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)
amino|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[ (4-fluorotetrahy-
dro-2H-pyran-4-yl)methoxy |pyridin-3-yl} sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
2-(3-amino-5-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(2-morpholin-4-
ylethoxy)pyridin-3-yl]sulfonyl }-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yhoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
N-({5-bromo-6-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-yD)-2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[ (4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl} sulfonyl)-2-[(2-oxo-
2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
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Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-[ (trifluoromethyl)sulfonyl]
phenyl}sulfonyl)benzamide;
Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-morpholin-4-ylbut-2-ynyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(4-{[1-(methylsulfonyl)piperidin-4-yl]amino}-3-ni-
trophenyl)sulfonyl|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-({4-[(4-morpholin-4-
ylcyclohexyl)amino]-3-nitrophenyl } sulfonyl)-2-[(2-oxo-
2,3-dihydro-1H-indol-4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(2-methoxyethyl )amino]-
3-nitrophenyl } sulfonyl)-2-[(2-0x0-2,3-dihydro-1H-indol-
4-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tetrahydro-2H-
pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tet-
rahydro-2H-pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[(1-tetrahydro-
2H-pyran-4-ylpiperidin-4-yl)oxy|pyridin-3-yl } sulfonyl)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-ethylmorpholin-3-y1)
methoxy]-3-nitrophenyl }sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[(3S)-1-tetrahydro-2H-pyran-4-ylpiperi-
din-3-yl]amino } phenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]

15

20

25

30

35

40

45

50

55

60

65

86
methyl}piperazin-1-y1)-N-({4-[ (4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl} sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,1-dioxidothiomorpho-
lin-4-yl)amino]-3-nitrophenyl } sulfonyl)-2-[(6-fluoro-1H-
indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({3-nitro-4-[(tetrahydrofuran-3-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)oxy]
pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl } piperazin-1-y1)-N-[(4-{[4-(dicyclopropy-
lamino)cyclohexylJamino }-3-nitrophenyl)sulfonyl]-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(3-nitro-4-{[4-(tetrahydro-2H-pyran-4-
ylamino)cyclohexyl]amino }phenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yloxy]-N-[(3-nitro-4-{[4-(4-tetrahydro-2H-pyran-4-
ylpiperazin-1-yl)cyclohexyl]amino }phenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(4-{[(4-fluorotetrahydro-2H-pyran-4-yl)methyl]
amino }-3-nitrophenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(4 {[(4-hydroxycyclohexyl)methyl]amino}-3-
nitrophenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1}oxy)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1}oxy)-N-({4-[(4-methylpiperazin-1-
yl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropyl-4-fluo-
ropiperidin-4-yl)methoxy]-3-nitrophenyl } sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-{[ 1-(4-methoxybenzyl)-1H-1,
2,3-benzotriazol-4-yl]oxy }-N-({3-nitro-4-[(tetrahydro-
2H-pyran-4-ylmethyl)amino Jphenyl }sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-(1,4-dioxan-2-yl-
methoxy)-3-nitrophenyl]sulfonyl} benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[ (4-{[(4-methoxycyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
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methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(3-morpholin-4-ylpropyl)
amino]-3-[(trifluoromethyl)sulfonyl]phenyl } sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]

88

2-[(6-amino-5-methylpyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4-fluorotetrahydro-2H-
pyran-4-yl)methyl]amino }-3-nitrophenyl)sulfonyl]
benzamide;

methyl}piperazin-1-y1)-N-({4-[(4-fluorotetrahydro-2H- 10 2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
pyran-4-yl)methoxy|-3-[(trifluoromethyl)sulfonyl] rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
phenyl}sulfonyl)benzamide; methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-oxetan-3-ylpi-
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({5-chloro-6-[ (4- peridin-4-yl)amino]|phenyl}sulfonyl)benzamide;
fluorotetrahydro-2H-pyran-4-yl)methoxy |pyridin-3- 2-[(6-amino-5-isopropylpyridine-3-ylyoxy]-4-(4-{[2-(4-
yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcy- 15  chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
clohex-1-en-1-ylmethyl } piperazin-1-yl)benzamide; methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo- pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1] 2-[(6-amino-5-cyclopropylpyridin-3-yl)oxy]-4-(4-{[2-(4-
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H- chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide; 20 methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-

2-amino-5-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-yl)-2-{[({3-nitro-4-
[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)amino|carbonyl } phenoxy)nicotinamide;

pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
Trans-2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-

chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-N-[ (4-{[(4-methoxycyclohexyl)

2-[(6-amino-5-cyanopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo- 25
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-

methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(3-methyl-2-0x0-2,3-dihydro-
1H-benzimidazol-4-yl)oxy]-N-({3-nitro-4-[(tetrahydro-
2H-pyran-4-ylmethyl)amino Jphenyl }sulfonyl)

rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1] 30  benzamide;
methyl}piperazin-1-y1)-N-[(4-{[(3R)-1-(2,2-difluoroet- 2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
hyl)pyrrolidin-3-yl]amino }-3-nitrophenyl)sulfonyl] rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; methyl}piperazin-1-y1)-N-[ (4-{[(4-cyclopropylmorpho-
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo- lin-2-yl)methyl]amino }-3-nitrophenyl)sulfonyl]
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1] 35 benzamide;
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-y1) 2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
amino]-3-[(trifluoromethyl)sulfonyl]phenyl } sulfonyl) rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
benzamide; methyl}piperazin-1-y1)-N-[(4-{[(3R)-1-cyclopropylpyr-
2-{[6-(acetylamino)pyridin-3-yl|oxy }-4-(4-{[2-(4-chlo- rolidin-3-yl]amino }-3-nitrophenyl)sulfonyl]benzamide;
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1] 40 2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H- rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide; methyl}piperazin-1-y1)-N-{[4-({4-fluoro-1-[2-fluoro-1-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] (fluoromethyl)ethyl]piperidin-4-yl} methoxy)-3-
methyl}piperazin-1-y1)-2-({6-[(methylsulfonyl)amino] nitrophenyl]sulfonyl }benzamide;
pyridin-3-y1}oxy)-N-({3-nitro-4-[ (tetrahydro-2H-pyran- 45 tert-butyl 6-bromo-4-(5-(4-{[2-(4-chlorophenyl)-4,4-dim-
4-ylmethyl)amino]phenyl}sulfonyl)benzamide; ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-2-{[({3-
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl] nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
methyl}piperazin-1-y1)-N-{[4-({ BR)-1-[2-fluoro-1- phenyl}sulfonyl)amino]carbonyl }phenoxy)pyridin-2-
(fluoromethyl)ethyl]pyrrolidin-3-yl}amino)-3-nitrophe- ylcarbamate;
nyl]sulfonyl}-2-[(6-fluoro-1H-indol-5-yl)oxy] 50 tert-butyl 4-(5-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclo-

benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)benzamide; 55
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo- 60
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-fluorotetrahydro-2H-
pyran-4-yl)methoxy]-3-nitrophenyl } sulfonyl)benzamide;
2-[(6-amino-5-bromopyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1] 65
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;

hex-1-enyl)methyl)piperazin-1-yl)-2-(3-nitro-4-((tetrahy-
dro-2H-pyran-4-yl)methylamino)phenylsulfonylcarbam-
oyl)phenoxy)pyridine-2,6-diyldicarbamate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-{[6-(cyclopropylamino)pyri-
din-3-yl|oxy }-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-yl-
methyl)amino|phenyl }sulfonyl)benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-({ 6-[(2,2-difluoroet-
hyl)amino]pyridin-3-yl}oxy)-N-[(4-{[(4-methoxycyclo-
hexyl)methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({6-[(2,2-difluoroethyl)amino]
pyridin-3-yl}oxy)-N-({3-nitro-4-[(tetrahydro-2H-pyran-
4-ylmethyl)amino]|phenyl} sulfonyl)benzamide;
2-{[5-chloro-6-(methylamino)pyridin-3-yl]oxy}-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]



US 9,303,025 B2

89
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[({4-[2-fluoro-1-(fluorom-
ethyl)ethyl]morpholin-2-yl}methyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-[(2-amino-6-bromopyridin-4-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(2,6-diaminopyridin-4-y1)
0xy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-{[3-nitro-4-(tetrahydro-2H-py-
ran-4-ylmethoxy )phenyl]sulfonyl}benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-{[4-({ BR)-1-[2-fluoro-1-
(fluoromethyl)ethyl|piperidin-3-y1}amino)-3-
nitrophenyl]sulfonyl}benzamide;
tert-butyl  5-bromo-4-(5-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-2-{[({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)amino|carbonyl }phenoxy )pyridin-2-
ylcarbamate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (4-chloro-1H-pyrrolo[2,3-b]
pyridin-5-yl)oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-
4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)-2-({6-[(2,2,2-
trifluoroethyl)amino]pyridin-3-yl }oxy)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-[(4-{[(4-hydroxycyclohexyl)
methyl]amino}-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[4-(4-chlo-
rophenyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-y1}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,
6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl)]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydrofuran-
3-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({5-chloro-6-[ (4-
fluorotetrahydro-2H-pyran-4-yl)methoxy |pyridin-3-
yl}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-
dihydro-2H-pyran-3-ylJmethyl}piperazin-1-yl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-[4-({9-(4-chlo-
rophenyl)-3-[ 2-fluoro-1-(fluoromethyl)ethyl]-3-azaspiro
[5.5]undec-8-en-8-yl}methyl)piperazin-1-y1]-N-({3-ni-
tro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[9-(4-chlo-
rophenyl)-3-isopropyl-3-azaspiro[ 5.5Jundec-8-en-8-yl|
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methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[(5-chloro-6-{[1-
(N,N-dimethylglycyl)-4-fluoropiperidin-4-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-yh)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-({(3R)-1-[2-fluoro-1-
(fluoromethyl)ethyl]pyrrolidin-3-y1}amino)-3-
nitrophenyl]sulfonyl }benzamide;
2-[(2-amino-5-bromopyridin-4-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4{[(4,4-difluorocyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-[4-({4'-chloro-3-
[2-(dimethylamino)ethoxy]-1,1-biphenyl-2-yl}methyl)
piperazin-1-yl]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-
ylmethyl)amino]|phenyl} sulfonyl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-{[5-chloro-6-
({(3R)-1-[2-fluoro-1-(fluoromethyl)ethyl]pyrrolidin-3-
yl}methoxy)pyridin-3-yl]sulfonyl }-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[ (5-chloro-6-
{[(3R)-1-(2,2-difluoroethyl)pyrrolidin-3-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl }piperazin-
1-yh)benzamide;
Trans-2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4-cyanocyclohexyl)me-
thyl]lamino}-3-nitrophenyl)sulfonyl]benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-fluoro-6-[(4-flucrotetrahy-
dro-2H-pyran-4-yl)methoxy Jpyridin-3-y1}sulfonyl)
benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-[(5-chloro-6-{[1-
(2,2-difluoroethyl)-4-fluoropiperidin-4-yl]
methoxy }pyridin-3-yl)sulfonyl]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl]methyl }piperazin-
1-yh)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({3-chloro-4-[ (4-
fluorotetrahydro-2H-pyran-4-yl)methoxy|
phenyl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl|methyl}piperazin-1-yl)benzamide;
2-[(6-amino-5-chloropyridin-3-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[6-({4-fluoro-1-[2-fluoro-1-
(fluoromethyl)ethyl]piperidin-4-yl} methoxy)-5-
(trifluoromethyl)pyridin-3-yl]sulfonyl }benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)-2-[2-(1H-
pyrazol-4-yl)phenoxy|benzamide;
2-[2-(2-aminopyridin-3-yl)phenoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
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pyran-4-ylmethyl)amino Jphenyl }sulfonyl)-2-[2-(1H-
pyrazol-5-yl)phenoxy|benzamide;

2-[(6-amino-5-chloropyridin-3-yl)oxy]-N-({5-chloro-6-[ (4,
4-difluorocyclohexyl)methoxy |pyridin-3-yl1} sulfonyl)-4-

(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-yl)benzamide;
N-({5-chloro-6-[(4,4-difluorocyclohexyl)methoxy |pyridin-

3-yl}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,

6-dihydro-2H-pyran-3-yl|methyl}piperazin-1-y1)-2-[ (6-

fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-N-[(4-{[(4,4-difluorocyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]-2-[ (6-fluoro-1H-
indol-5-yl)oxy|benzamide;
and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof.

Still another embodiment pertains to 2-[(6-amino-5-chlo-
ropyridin-3-yl)oxy]-4-(4-{[2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-ylmethyl}piperazin-1-y1)-N-({3-nitro-
4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide; and therapeutically acceptable
salts, prodrugs, salts of prodrugs and metabolites thereof.

Still another embodiment pertains to [3-chloro-5-(5-(4-
{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl }piperazin-1-y1)-2-{[({3-nitro-4-[ (tetrahydro-2H-py-
ran-4-ylmethyl)amino]phenyl}sulfonyl)amino]
carbonyl}phenoxy)-2-iminopyridin-1(2H)-yl]methyl
dihydrogen phosphate; and therapeutically acceptable salts,
and metabolites thereof.

In another aspect, the present invention provides com-
pounds of Formula (IT)
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and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof, wherein A', B*, D', E*, Y*, 72,
L', and 7Z? are as described herein for Formula (I),nis0, 1, 2,
or 3; describing the number of additional substituents on R*®,
and R'® is as described for substituents on R*®*, mis 1, 2, 3,
4, or 5; describing the number of substituents on R**, and R*°*
is as described for substituents on R**.

In one embodiment of Formula (II), A* is N. In another
embodiment of Formula (II), A' is C(A?). In another embodi-
ment of Formula (II), A* is C(A?); and A® is H.

In one embodiment of Formula (IT), B! is OR', or NHR*. In
another embodiment of Formula (IT), A' is C(A*); A% is H; and
B! is NHR'. In another embodiment of Formula (II), A* is
C(A%); A%is H; and B' is OR".
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In one embodiment of Formula (IT), D' is H. In another
embodiment of Formula (II), A' is C(A%); A? is H; B' is
NHR'; and D" is H. In another embodiment of Formula (II),
Alis C(A%); A%isH; B'is OR'; and D' is H.

In one embodiment of Formula (II), E* is H. In another
embodiment of Formula (II), A' is C(A%); A% is H; B! is
NHR!; D! is H; and E' is H. In another embodiment of
Formula (I), A’ is C(A®); A% is H; B! is OR*; D' is H; and E!
is H.

In one embodiment of Formula (II), Y* is H, CN, NO,, F,
Cl, Br, CF5, R'7, or SO,R'’. In another embodiment of For-
mula (IT), Y* is NO,. In another embodiment of Formula (II),
Y' is Cl. In another embodiment of Formula (II), Y* is
SO,R'7; wherein R'7 is as defined herein. In another embodi-
ment of Formula (II), Y* is SO,R'7; wherein R is alkyl. In
another embodiment of Formula (II), Y* is R'7; wherein R*”
is alkynyl. In another embodiment of Formula (II), A' is
C(A%); A%is H; B'is NHR'; D' is H; E' is H; and Y' is NO,
or SO,R'7; wherein R'7 is alkyl or alkynyl. In another
embodiment of Formula (II), A' is C(A%); A% is H; B! is
NHR!; D' is H; E! is H; and Y! is NO,. In another embodi-
ment of Formula (IT), A’ is C(A%); A%is H; B! is NHR'; D' is
H;E'isH;andY' is SO,R'7, wherein R'” is alkyl substituted
with three F. In another embodiment of Formula (II), A® is
C(A*); A%*isH; B'isOR'; D' is H; E' is H; and Y* is CI.

In one embodiment of Formula (II), R* is R* or R®. In one
embodiment of Formula (IT), R' is R*. In one embodiment of
Formula (IT), R* is R®. In one embodiment of Formula (II), R*
is R*; and R* is cycloalkyl, or heterocycloalkyl. In one
embodiment of Formula (II), R* is R*; and R* is cycloalkyl. In
one embodiment of Formula (II), R* is R*; and R* is hetero-
cycloalkyl.

In one embodiment of Formula (II), R* is R* and R* is
cycloalkyl; wherein R* is unsubstituted or substituted as
defined herein. In another embodiment of Formula (II), R* is
R* and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted as defined herein. In another embodiment of Formula
(I1), R'isR* and R*is cycloalkyl; wherein the cycloalkyl ring
is substituted with R>7, NHR*’, or N(R*?),. In another
embodiment of Formula (I), R* is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with R>7; and R*” is R%. In
another embodiment of Formula (II), R is R* R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with R3”; R is
R%; and R% is heterocycloalkyl. In another embodiment of
Formula (II), R' is R* R' is cycloalkyl; wherein the
cycloalkyl ring is cyclohexyl; and wherein the cyclohexyl
ring is substituted with R3”; R37 is R%; R® is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is morpholinyl or
piperazinyl. In another embodiment of Formula (IT), R' is R*;
and R* is cycloalkyl; wherein the cycloalkyl ring is substi-
tuted with N(R>7),. In another embodiment of Formula (I), R*
is R*; and R* is cycloalkyl; wherein the cycloalkyl ring is
cyclohexyl; and wherein the cyclohexyl ring is substituted
with N(R>7), In another embodiment of Formula (II), R' is R*;
and R* is cycloalkyl; wherein the cycloalkyl ring is cyclo-
hexyl; and wherein the cyclohexyl ring is substituted with
N(R>"),,R>71sR5, and R®! is alkyl which is unsubstituted. In
another embodiment of Formula (II), R is R* and R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with N(R>?),, R’
is R%°, and R%° is cycloalkyl which is unsubstituted. In
another embodiment of Formula (II), R is R* and R* is
cycloalkyl; wherein the cycloalkyl ring is substituted with
NHR?’. In another embodiment of Formula (II), R* is R*; and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
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and wherein the cyclohexyl ring is substituted with NHR>?. In
another embodiment of Formula (II), R' is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with NHR>”, R is
R, and R% is heterocycloalkyl which is unsubstituted.

In one embodiment of Formula (II), R! is R* and R* is
heterocycloalkyl; wherein R* is unsubstituted or substituted
as defined herein. In another embodiment of Formula (II), R*
is R*; and R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is substituted as defined herein. In another
embodiment of Formula (II), R' is R*; and R* is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is substituted with
R’7. In another embodiment of Formula (IT), R* is R*; and R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the heterocycloalkyl ring is substituted with one or two or
three or four or five more R°7; SO,R*?, or OH, and R*” is R%°
orR%" . In another embodiment of Formula (II), R is R*; R*is
heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl; ring
is substituted with R>7; R>” is R°® or R%'; R® is cycloalkyl or
heterocycloalkyl; and R®! is alkyl. In another embodiment of
Formula (II), R* is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*7; R%” is
R%; R® is heterocycloalkyl, wherein the heterocycloalkyl is
tetrahydropyranyl or oxetanyl. In another embodiment of
Formula (II), R! is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*>”; R>” is
R%; R% is cycloalkyl, wherein the cycloalkyl is cyclopropyl
or cyclopentyl. In another embodiment of Formula (II), R* is
R*; R*is heterocycloalkyl; wherein the heterocycloalkyl ring
is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl, and
wherein the piperidinyl, pyrrolinyl, morpholinyl, or piperiz-
inyl ring is substituted with one or two or three or four or five
R°7; R°7 is R%; R® is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl. In another embodiment of Formula (II),
R'is R*; R*is heterocycloalkyl; wherein the heterocycloalkyl
ring is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl,
and wherein the piperidinyl, pyrrolinyl, morpholinyl, or pip-
erizinyl ring is substituted with one or two or three or four or
five R°7; R is R%; R% is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl; wherein the C,;-alkyl, C,-alkyl, or
C;-alkyl are unsubstituted or substituted.

In one embodiment of Formula (II), R* is R*; and R is alkyl
which is unsubstituted or substituted. In one embodiment of
Formula (II), R* is R%; and R® is alkyl which is unsubstituted
or substituted with R”, OR”, N(R”),, or OH.

In one embodiment of Formula (II), R” is R*® or R*! which
are unsubstituted or substituted as defined herein. In another
embodiment of Formula (IT), R” is R'® which is unsubstituted
or substituted as defined herein. In another embodiment of
Formula (IT), R7 is R'! which is unsubstituted or substituted as
defined herein.

In one embodiment of Formula (I), R*° is cycloalkyl or
heterocycloalkyl which are unsubstituted or substituted as
defined herein. In another embodiment of Formula (IT), R*° is
heterocycloalkyl which is unsubstituted or substituted as
defined herein. In another embodiment of Formula (IT), R*° is
tetrahydrofuranyl, tetrahydropyranyl, morpholinyl, dioxanyl,
piperidinyl, piperizinyl, or pyrrolidinyl, which are unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (IT), R* is tetrahydropyranyl, which is unsubsti-
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tuted or substituted as defined herein. In another embodiment
of Formula (IT), R'° is morpholinyl, which is unsubstituted or
substituted as defined herein. In another embodiment of For-
mula (I1), R'? is cycloalkyl which is unsubstituted or substi-
tuted as defined herein. In another embodiment of Formula
(1), R*° is cyclohexyl which is unsubstituted or substituted as
defined herein.

In one embodiment of Formula (IT), R'* is alkyl which is
unsubstituted. In another embodiment of Formula (IT), R*! is
methyl, which is unsubstituted or substituted as defined
herein. In another embodiment of Formula (II), R*! is alkyl,
which is substituted as defined herein. In another embodiment
of Formula (II), R is alkyl, which is substituted with OR'?,
R'?is R'®, and R* is alkyl.

Still another embodiment pertains to compounds having
Formula (II), which are
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-((dimethylamino)methyl)phenoxy)-N-((3-nitro-4-

((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-

nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-(3-(methylamino)phenoxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-nitrophenoxy)-N-((3-nitro-4-((tetrahydro-2H-pyran-
4-ylmethyl)amino)phenyl)sulfonyl )benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(hydroxymethyl)phenoxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((4-((3-morpholin-4-ylpropyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-chlorophenoxy)-N-((4-((3-(dimethylamino)propyl)
amino)-3-nitrophenyl)sulfonyl)benzamide;
2-(3-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(4-aminophenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-yl)
methyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
2-(3-aminophenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-yl)
methyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;



US 9,303,025 B2

95
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-methoxyphenoxy)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(dimethylamino)phenoxy)-N-((3-nitro-4-((tetrahy-
dro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-cyanophenoxy )-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)-3-oxopropyl)phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)-2-oxoethyl)phenoxy)-N-((3-ni-
tro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(3-(dimethylamino)propyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-(2-(dimethylamino)ethyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
2-(5-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-yl)-2-
(3-nitro-4-((tetrahydro-2H-pyran-4-yl)methylamino)phe-
nylsulfonylcarbamoyl)phenoxy)-N,N-dimethylbenza-
mide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(2-((dimethylamino )methyl)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl )Jamino)-3-nitrophenyl)
sulfonyl)-2-(3-morpholin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2,4-dimethyl-1,3-thiazol-5-yl)phenoxy)-N-((4-((3-
morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(3,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((4'-chloro-4-(2-(dimethylamino)ethoxy)-1,1'-biphe-
nyl-2-yD)methyl)piperazin-1-yl)-2-(3-chlorophenoxy)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl)methyl)piperazin-1-yl)-
N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino)ethoxy )phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
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2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
isopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

2-(2-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

2-(2-chlorophenoxy )-4-(4-((2-(4-chlorophenyl)cyclohex-1-

en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

2-(3-bromophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
ethylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-((3-nitro-
4-((1,2,2,6,6-pentamethylpiperidin-4-yl)amino )phenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((3-
nitro-4-((1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)
amino)phenyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-difluorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;

2-(4-amino-3-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((3-morpholin-4-ylpropyl )amino)-3-nitrophenyl)sul-
fonyl)benzamide;

2-(3-chlorophenoxy )-4-(4-((4'-chloro-4-(2-pyrrolidin-1-yl-

ethyl)-1,1"-biphenyl-2-yl)methyl)piperazin-1-y1)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,3-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)cyclohept-1-

en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-methylpiperi-
din-4-yl)amino)-3-nitrophenyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-y1)-N-((4-((1-methylpiperidin-4-yl)
amino)-3-nitrophenyl)sulfonyl)-2-(3-(triffuoromethyl)
phenoxy)benzamide;

2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-

ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-((trifluoromethyl)sulfo-
nyl)phenyl)sulfonyl)benzamide;

4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)
benzamide;
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2-(2-chloro-4-fluorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl)methyl)piperazin-1-yl)-N-
((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclopent-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
methylpiperidin-4-yl)amino)-3-nitrophenyl)sulfonyl)ben-
zamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2-chloro-3-(trifluoromethyl)
phenoxy)-N-((4-((1-methylpiperidin-4-yl)amino)-3-ni-
trophenyl)sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-((2-(4-chlorophenyl)-4,4-dimeth-
ylcyclohex-1-en-1-yl)methyl)piperazin-1-y1)-N-((4-((1-
cyclopropylpiperidin-4-yl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)
methyl)piperazin-1-yl)-2-(2,5-dichlorophenoxy)-N-((4-
((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-morpholin-4-ylphenoxy )-N-((4-((3-morpholin-4-y1-
propyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
2-(3-(benzyloxy)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-cyanophenoxy )-N-((3-nitro-4-((tetrahydro-2H-py-
ran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-((dimethylamino )methyl)phenoxy)-N-(3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfo-
nyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(1H-imidazol-1-yl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-nitrophenoxy)-N-((4-((tetrahydro-2H-pyran-4-ylm-
ethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
benzyl(ethyl)carbamate;
4-(4-((4'-chloro-1,1-biphenyl-2-yl)methyl)piperazin-1-yl)-
2-(4-((ethylamino)methyl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-((ethylamino)methyl)phenoxy)-N-((3-nitro-4-((tet-
rahydro-2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)
benzamide;
2-(4-(acetylamino)phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-
2-yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-ylm-
ethyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-2-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
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tert-butyl 3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)pip-
erazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-yl-
methyl)amino)phenyl)sulfonyl)amino)carbonyl)phenoxy)
phenylcarbamate;
2-(1,1'-biphenyl-3-yloxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino )ethyl)phenoxy )-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
2-(4-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((3-nitro-4-((tetrahydro-2H-
pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-morpholin-4-ylphenoxy)-N-((3-nitro-4-((tetrahydro-
2H-pyran-4-ylmethyl)amino)phenyl)sulfonyl)benzamide;
tert-butyl 4-(3-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((3-nitro-4-((tetrahydro-2H-pyran-4-
ylmethyl)amino)phenyl)sulfonyl)amino)carbonyl)phe-
noxy )phenyl)piperazin-1-carboxylate;
2-(3-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((4-((3-(dimethylamino)pro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
2-(3-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-yl)N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-morpholin-4-ylethoxy)phenoxy)-N-((3-nitro-4-
((tetrahydro-2H-pyran-4-ylmethyl)amino )phenyl)sulfo-
nyl)benzamide;
2-(4-(benzyloxy )phenoxy)-4-(4-((4'-chloro-1,1'-biphenyl-2-
yDmethyl)piperazin-1-y1)-N-((4-((3-morpholin-4-ylpro-
pyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
tert-butyl 4-(4-(5-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)
piperazin-1-y1)-2-((((4-((3-morpholin-4-y1 propyl)
amino)-3-nitrophenyl)sulfonyl)amino)carbonyl)phenoxy)
phenyl)piperazine-1-carboxylate;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-pyridin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-4-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)
sulfonyl)-2-(4-pyridin-3-ylphenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(4-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-2-(3-
(methylcarbamoyl)phenoxy)-N-(4-(3-morpholinopropy-
lamino)-3-nitrophenylsulfonyl)benzamide;
4-(4-((4'-chlorobiphenyl-2-yl)methyl)piperazin-1-y1)-N-(4-
(3-(dimethylamino)propylamino)-3-nitrophenylsulfo-
nyl)-2-(3-(methylcarbamoyl)phenoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-(3-(2-(dimethylamino)-2-oxoethoxy )phenoxy)-N-((3-
nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)phenyl)
sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)
sulfonyl)-2-(3-(hydroxymethyl)phenoxy)benzamide;
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N-(4-((4-aminotetrahydro-2H-pyran-4-yl)methylamino)-3-
nitrophenylsulfonyl)-2-(3-chlorophenoxy)-4-(4-((2-(4-
chlorophenyl)-4,4-dimethylcyclohex-1-enyl)methyl)pip-
erazin-1-yl)benzamide;
4-(4-(1-(4'-chlorobiphenyl-2-yl)ethyl)piperazin-1-y1)-2-(2-
chlorophenoxy)-N-(3-nitro-4-((tetrahydro-2H-pyran-4-
yDmethylamino)phenylsulfonyl)benzamide;
N-{[4-{4-[(4'-chloro-1,1"-biphenyl-2-y])methyl]|piperazin-
1-y1}-2-(3,5-dichlorophenoxy)phenyl]sulfonyl}-4-[(1-
methylpiperidin-4-yl)amino]-3-nitrobenzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(3-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({3-ni-
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(3-fluorophenoxy)-N-({4-[(3-
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({3-
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1-cyclopentylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(4-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(1-cyclopropylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-4-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2,3-difluorophe-
noxy)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(2-fluorophenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl }sulfonyl)-2-(2-fluorophe-
noxy)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({3-ni-
tro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(2-fluorophenoxy)-N-({4-[(3-
morpholin-4-ylpropyl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-fluorophenoxy)-N-({4-[(2-
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben-
zamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-yl)
amino]phenyl } sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-({4-[(2-
morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)ben-
zamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-cyclopentylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-[ (trifluoromethyl)sul-
fonyl]phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(3-fluorophe-
noxy )benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(2,3-difluorophe-
noxy )benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopentylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-(2-fluorophe-
noxy )benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-({4-
[(2-morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(3-
nitro-4-{[1-(thien-3-ylmethyl)piperidin-4-yl]
amino }phenyl)sulfonyl[benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyl]amino }-3-nitrophenyl)sulfonyl]-2-(2-fluorophenoxy)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyl]amino }-3-nitrophenyl)sulfonyl]-2-(3-fluorophenoxy)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyl]amino }-3-nitrophenyl)sulfonyl]-2-(4-fluorophenoxy)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[ (4-
{[1-(2-fluoroethyl)piperidin-4-yl]lamino } -3-nitropheny1)
sulfonyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(2-morpholin-4-ylethyl)amino]-3-nitrophenyl } sulfonyl)
benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo-
nyl]benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[3-(4-methylpiperazin-1-yl)propyl]amino}-3-nitrophe-
nyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-
y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-2-(2,3-difluorophe-
noxy)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
N-({4-[(1-allylpiperidin-4-yl)amino]-3-
nitropheny1}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-2-
(2,3-difluorophenoxy)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(3-morpholin-4-ylpropyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(3-pyrrolidin-1-ylpropyl)amino]
phenyl}sulfonyl)benzamide;
2-(3-chloro-2-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(2-morpholin-4-ylethyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(2-chloro-6-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(1-methylpiperidin-4-yl)methyl]amino}-3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2,3-difluorophenoxy)-N-[(4-
{[(1-methylpiperidin-4-yl)methyl]amino}-3-nitrophenyl)
sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[3-(methoxymethoxy)-2-meth-
ylphenoxy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(3-hydroxy-2-methylphenoxy)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-bromophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-
y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-(3-iodophenoxy)-
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N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{([1-(2-hydroxyethyl)piperidin-4-ylJamino } -3-nitrophe-
nyl)sulfonyl]benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (3-
nitro-4-{[1-(2-phenylethyl)piperidin-4-yl]amino }phenyl)
sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3,4-dichlorophenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;

2-(2-chloro-3,5-difluorophenoxy)-4-(4-{[2-(4-chlorophe-

nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3-methoxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-[3-(hydroxymethyl)phenoxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1,4-dimethylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
({1-[2-(2-methoxyethoxyl)ethyl|piperidin-4-yl }amino)-
3-nitrophenyl]sulfonyl} benzamide;

2-(2-chloro-3-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-

4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (3-
nitro-4-{[1-(3-phenylpropyl)piperidin-4-y1]
amino }phenyl)sulfonyl|benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[1-(2-methoxyethyl)piperidin-4-yl]amino }-3-nitrophe-
nyl)sulfonyl]benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4-dimeth-

ylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-({4-[(1-
ethylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)ben-
zamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(1-isopropylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3-hydroxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;

2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
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2-(2-chloro-3-fluorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl}sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[ (4
{[3-(dimethylamino)propyl]amino }-3-nitrophenyl)sulfo-
nyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-(2-methoxyphenoxy)-N-({4-
[(1-methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(2-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-(3-methylphenoxy)-N-({4-[(1-
methylpiperidin-4-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(2-chlorophenoxy)-4-(4-{[6-(4-chlorophenyl)-1,3-benzo-
dioxol-5-yl]methyl}piperazin-1-y1)-N-({4-[(1-methylpip-
eridin-4-yl)amino]-3-nitrophenyl }sulfonyl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;
2-(3-chlorophenoxy)-4-(4-{[4-(4-chlorophenyl)-6,6-dim-
ethyl-5,6-dihydro-2H-pyran-3-yl]methyl } piperazin-1-
y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-2-(2,3-difluorophe-
noxy)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl|benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(cyclopropylmethyl)piperidin-4-yl]amino} -3-nitro-
phenyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-{[4-
({1-[2-(dimethylamino)-2-oxoethyl|piperidin-4-
yl}amino)-3-nitrophenyl]sulfonyl } benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[1-(2-morpholin-4-ylethyl)piperidin-4-yl]amino}-3-ni-
trophenyl)sulfonyl|benzamide;
N-[(4-{[(4-aminotetrahydro-2H-pyran-4-yl)methyl]amino} -
3-nitrophenyl)sulfonyl]-2-(2-chlorophenoxy)-4-(4-{[2-
(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(4-hydroxy-1-methylpiperidin-4-yl)methyl]amino }-3-
nitrophenyl)sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(3S)-1-methylpyrrolidin-3-yl]amino }-3-nitrophenyl)
sulfonyl|benzamide;
2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(4-
{[(3R)-1-methylpyrrolidin-3-yl]amino } -3-nitrophenyl)
sulfonyl|benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-nitrophenyl}sulfonyl)-2-[3-(1H-pyrrol-2-y1)
phenoxy|benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-(3-fluorophenoxy)-N-[ (4-{[ (4-
hydroxy-1-methylpiperidin-4-yl)methyl]amino} -3-nitro-
phenyl)sulfonyl]benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({4-
[(4-methylpiperazin-1-yl)amino]-3-nitrophenyl}sulfonyl)
benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-[ (4-
{[4-(dimethylamino)cyclohexyl]amino} -3-nitrophenyl)
sulfonyl]benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-[ (4-
{[4-(diethylamino)cyclohexyl]amino}-3-nitrophenyl)sul-
fonyl]benzamide;

Trans-2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-{4-[1-(4'-chloro-1,1'-biphenyl-2-yl)ethyl]piperazin-1-y1} -

2-(2-chlorophenoxy)-N-({4-[(1-methylpiperidin-4-y1)
amino]-3-nitrophenyl}sulfonyl)benzamide;

2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-

4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-

4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-

4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-[(trifluorom-
ethyl)sulfonyl]phenyl} sulfonyl)benzamide;

2-(5-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-enyl)

methyl)piperazin-1-yl)-2-(4-(1-methylpiperidin-4-
ylamino)-3-nitrophenylsulfonylcarbamoyl)phenoxy)-N,
N-dimethylbenzamide;

2-(2-chloro-4-hydroxyphenoxy)-4-(4-{[2-(4-chlorophenyl)-

4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-yl)-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|phenyl} sulfonyl)benzamide;

2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

2-[3-(acetylamino)phenoxy]-4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)
amino]phenyl } sulfonyl)benzamide;

2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-({3-
nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;

2-(4-amino-3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino)
phenyl}sulfonyl)benzamide;

2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-

ethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-{[4-
({[4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl]
methyl}amino)-3-nitrophenyl]sulfonyl} benzamide;
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2-(3-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-{[4-
(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
2-(2-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dim-
ethylcyclohex-1-en-1-yljmethyl}piperazin-1-y1)-N-[(3-
nitro-4-{[3-(3-oxopiperazin-1-yl)propyljamino } phenyl)
sulfonyl|benzamide;
2-(3-amino-5-chlorophenoxy)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-
({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)-2-[2-(1H-
pyrazol-4-yl)phenoxy|benzamide;
2-[2-(2-aminopyridin-3-yl)phenoxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)-2-[2-(1H-
pyrazol-5-yl)phenoxy|benzamide;
and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof.
In another aspect, the present invention provides com-
pounds of Formula (III)

(1)

and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof, wherein A', B!, D', E*, Y, 72,
L', and Z are as described herein for Formula (1), nis 0, 1, 2,
or 3; describing the number of additional substituents on R4,
and R'° is as described for substituents on RS, and at least
one R'°? is a substituent as described for substituents on R*?
and R**4, and the remainder are H.

In one embodiment of Formula (III), A* is N. In another
embodiment of Formula (III), A’ is C(A®). In another
embodiment of Formula (IIT), A' is C(A?); and A® is H.

In one embodiment of Formula (IIT), B! is OR', or NHR'.
In another embodiment of Formula (II1), A is C(A%); A% is H;
and B! is NHR'. In another embodiment of Formula (IIT), A'
is C(A%); A%is H; and B' is OR".

In one embodiment of Formula (I1I), D' is H. In another
embodiment of Formula (II), A' is C(A%); A® is H; B! is
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NHR'; and D' is H. In another embodiment of Formula (III),
Alis C(A%); A%is H; B*is OR'; and D' is H.

In one embodiment of Formula (III), E* is H. In another
embodiment of Formula (III), A is C(A%); A% is H; B! is
NHR!; D! is H; and E' is H. In another embodiment of
Formula (I), A’ is C(A®); A% is H; B! is OR*; D' is H; and E!
is H.

In one embodiment of Formula (I11), Y* is H, CN, NO,, F,
Cl, Br, CF;, R'7, or SO,R'". In another embodiment of For-
mula (IIT), Y is NO,. In another embodiment of Formula
(I1II), Y*' is CI. In another embodiment of Formula (IIT), Y* is
SO,R'7; wherein R'” is as defined herein. In another embodi-
ment of Formula (II), Y* is SO,R'7; wherein R is alkyl. In
another embodiment of Formula (IIT), Y* is R'”; wherein R*”
is alkynyl. In another embodiment of Formula (III), A' is
C(A?); A%is H; B! is NHR'; D' is H; B! is H; and Y' is NO,
or SO,R'7; wherein R'7 is alkyl or alkynyl. In another
embodiment of Formula (III), A' is C(A%); A% is H; B! is
NHR'; D' is H; E' is H; and Y is NO,. In another embodi-
ment of Formula (IIT), A’ is C(A%); A%is H; B' isNHR*; D" is
H; B'is H; and Y* is SO,R”, wherein R*7 is alkyl substituted
with three F. In another embodiment of Formula (III), A" is
C(A%); A®isH; B is OR'; D' is H; E* is H; and Y* is Cl.

In one embodiment of Formula (II), R* is R* or R>. In one
embodiment of Formula (IIT), R* is R*. In one embodiment of
Formula (IIT), R* is R®. In one embodiment of Formula (I11),
R! is R* and R* is cycloalkyl, or heterocycloalkyl. In one
embodiment of Formula (I1T), R* is R*; and R* is cycloalkyl.
In one embodiment of Formula (IIT), R is R*; and R* is
heterocycloalkyl.

In one embodiment of Formula (III), R* is R*; and R* is
cycloalkyl; wherein R* is unsubstituted or substituted as
defined herein. In another embodiment of Formula (III), R* is
R* and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted as defined herein. In another embodiment of Formula
(III), R* is R*; and R* is cycloalkyl; wherein the cycloalkyl
ring is substituted with R>’, NHR??, or N(R>”),. In another
embodiment of Formula (II), R! is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with R>7; and R*” is R%. In
another embodiment of Formula (III), R' is R*; R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with R>7; R*7 is
R%®; and R% is heterocycloalkyl. In another embodiment of
Formula (IIT), R' is R* R* is cycloalkyl; wherein the
cycloalkyl ring is cyclohexyl; and wherein the cyclohexyl
ring is substituted with R3”; R37 is R%; R® is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is morpholinyl or
piperazinyl. In another embodiment of Formula (I1I), R* is
R* and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted with N(R>?),. In another embodiment of Formula
(1), R* is R*; and R* is cycloalkyl; wherein the cycloalkyl
ring is cyclohexyl; and wherein the cyclohexyl ring is substi-
tuted with N(R>7),. In another embodiment of Formula (IT),
R'is R* and R* is cycloalkyl; wherein the cycloalkyl ring is
cyclohexyl; and wherein the cyclohexyl ring is substituted
with N(R®"),, R*” is R%*, and R®! is alkyl which is unsubsti-
tuted. In another embodiment of Formula (IIT), R! is R*; and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
and wherein the cyclohexyl ring is substituted with N(R>?),,
R>7 is R, and R% is cycloalkyl which is unsubstituted. In
another embodiment of Formula (IIT), R' is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is substituted with
NHR”?. In another embodiment of Formula (IT), R* is R*; and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
and wherein the cyclohexyl ring is substituted with NHR>?. In
another embodiment of Formula (IIT), R' is R* and R* is
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cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with NHR>?, R>” is
R%, and R% is heterocycloalkyl which is unsubstituted.

In one embodiment of Formula (III), R* is R*; and R* is
heterocycloalkyl; wherein R* is unsubstituted or substituted
as defined herein. In another embodiment of Formula (II), R*
is R*; and R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is substituted as defined herein. In another
embodiment of Formula (IIT), R* is R* and R* is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is substituted with
R>7. In another embodiment of Formula (IIT), R' is R*; and R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the heterocycloalkyl ring is substituted with one or two or
three or four or five more R°7; SO,R*?, or OH, and R*” is R%°
or R%. In another embodiment of Formula (IT), R* is R*; R*is
heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl; ring
is substituted with R>7; R>” is R°® or R%'; R® is cycloalkyl or
heterocycloalkyl; and R®! is alkyl. In another embodiment of
Formula (IIT), R! is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*7; R%” is
R%; R® is heterocycloalkyl, wherein the heterocycloalkyl is
tetrahydropyranyl or oxetanyl. In another embodiment of
Formula (IIT), R* is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*7; R%” is
R%; R% is cycloalkyl, wherein the cycloalkyl is cyclopropyl
or cyclopentyl. In another embodiment of Formula (IIT), R* is
R*; R*is heterocycloalkyl; wherein the heterocycloalkyl ring
is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl, and
wherein the piperidinyl, pyrrolinyl, morpholinyl, or piperiz-
inyl ring is substituted with one or two or three or four or five
R>7; R°7 is R®; R® is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl. In another embodiment of Formula
(I, R* is R*; R*is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl, or pip-
erizinyl, and wherein the piperidinyl, pyrrolinyl, morpholi-
nyl, or piperizinyl ring is substituted with one or two or three
or four or five R®’; R®” is R®'; R®! is alkyl; and the alkyl is
C,-alkyl, C,-alkyl, or Cj-alkyl; wherein the C,-alkyl,
C,-alkyl, or C;-alkyl are unsubstituted or substituted.

In one embodiment of Formula (III), R! is R®; and R® is
alkyl which is unsubstituted or substituted. In one embodi-
ment of Formula (IIT), R* is R®; and R® is alkyl which is
unsubstituted or substituted with R”, OR”, N(R"),, or OH.

In one embodiment of Formula (II), R* is R*® or R*! which
are unsubstituted or substituted as defined herein. In another
embodiment of Formula (III), R” is R'® which is unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (IIT), R” is R'! which is unsubstituted or substi-
tuted as defined herein.

In one embodiment of Formula (IIT), R'° is cycloalkyl or
heterocycloalkyl which are unsubstituted or substituted as
defined herein. In another embodiment of Formula (IIT), R*°
is heterocycloalkyl which is unsubstituted or substituted as
defined herein. In another embodiment of Formula (IIT), R*°
is tetrahydrofuranyl, tetrahydropyranyl, morpholinyl, dioxa-
nyl, piperidinyl, piperizinyl, or pyrrolidinyl, which are unsub-
stituted or substituted as defined herein. In another embodi-
ment of Formula (III), R'® is tetrahydropyranyl, which is
unsubstituted or substituted as defined herein. In another
embodiment of Formula (IIT), R'° is morpholinyl, which is
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unsubstituted or substituted as defined herein. In another
embodiment of Formula (III), R'° is cycloalkyl which is
unsubstituted or substituted as defined herein. In another
embodiment of Formula (III), R'® is cyclohexyl which is
unsubstituted or substituted as defined herein.

In one embodiment of Formula (III), R'* is alkyl which is
unsubstituted. In another embodiment of Formula (IIT), R is
methyl, which is unsubstituted or substituted as defined
herein. In another embodiment of Formula (I), R'* is alkyl,
which is substituted as defined herein. In another embodiment
of Formula (IIT), R** is alkyl, which is substituted with OR'?,
R'?is R'6, and R'¢ is alkyl.

Still another embodiment pertains to compounds having
Formula (IIT), which are
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-

N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((2-methyl-1H-indol-5-yl)oxy)-

N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-y1)-2-((7-fluoro-1H-indol-5-yl)oxy)-

N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((4'-chloro-1,1-biphenyl-2-yl)methyl)piperazin-1-yl)-

N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)

sulfonyl)-2-((3-(3-morpholin-4-y1-3-oxopropyl)-1H-in-

dol-5-yhoxy)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-morpholin-4-yl-3-oxopropyl)-1H-indol-5-y1)
0xy)-N-((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)
amino)phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-
2-((3-(3-morpholin-4-ylpropyl)-1H-indol-5-y1)oxy)-N-

((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)

phenyl)sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-((3-(3-(dimethylamino)propyl)-1H-indol-5-yl)oxy)-N-

((3-nitro-4-((tetrahydro-2H-pyran-4-ylmethyl)amino)

phenyl)sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2 [(6-fluoro-1H-indol-5-yl)oxy]-

N-({4-[(1-methylpiperidin-4-yl)amino]-3-

nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-[(4-fluoro-1H-indol-5-yl)oxy]-

N-({4-[(1-methylpiperidin-4-yl)amino]-3-

nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]

methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|phenyl} sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(1-tetrabydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-methylpiperidin-4-yl)
amino]-3-nitrophenyl}sulfonyl)-2-{[ 6-(trifluoromethyl)-
1H-indol-5-yl|oxy }benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino Jphenyl }sulfonyl)-2-{[6-
(triftuoromethy1)-1H-indol-5-yl|oxy } benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-methoxy-1H-indol-5-yl)
0xy]-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino|phenyl }sulfonyl )benzamide;
tert-butyl  5-[5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl|methyl}piperazin-1-y1)-2-({[(4-{[3-(dim-
ethylamino)propyl]amino }-3-nitrophenyl)sulfonyl]
amino }carbonyl)phenoxy|-1H-indole-1-carboxylate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-y1)-2-[(6,7-difluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6-
fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[1-(cyclopropylmethyl)
piperidin-4-yl]amino}-3-nitrophenyl)sulfonyl]-2-[(6,7-
diftuoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-[(6,7-difluoro-1H-indol-5-y1)
oxy]-N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(2-hydroxy-1-tetrahydro-2H-pyran-4-ylethyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-{[4-({[4-(hydroxymethyl)tetrahydro-2H-pyran-4-yl]
methyl}amino)-3-nitrophenyl]sulfonyl}benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl }sulfonyl )benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-2-[(6,7-difluoro-1H-indol-5-y1)
0xy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl}sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
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1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[ 1-(1,3-thiazol-4-ylmethyl)piperidin-4-y1]
amino }phenyl)sulfonyl[benzamide;
N-[(4-{[(4-aminotetrahydro-2H-pyran-4-yl)methyl]amino } -
3-nitrophenyl)sulfonyl]-4-(4-{[2-(4-chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(4-{[(3S,4R)-3-hydroxy-1-(1,3-thiazol-4-ylmethyl)pi-
peridin-4-yl]amino }-3-nitrophenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylamino)phenyl]
sulfonyl}benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[4-(morpholin-4-ylamino)-3-nitrophenyl]
sulfonyl}benzamide;
4-(4-{1-[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-
yl]ethyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-y1)
oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino|phenyl } sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[(3S)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl[benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-[(3-nitro-4-{[ (3R)-tetrahydro-2H-pyran-3-ylmethyl]
amino }phenyl)sulfonyl|benzamide;
4-(4-{[2-(4-chlorophenyl)-5,5-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl} sulfonyl)
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-{[3-nitro-4-(tetrahydro-2H-pyran-4-ylmethoxy)phe-
nyl]sulfonyl}benzamide;
2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[4-(4-chlorophe-
nyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino]phenyl}sulfonyl)benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl } sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-yl-
methyl)amino|phenyl }sulfonyl)benzamide;
2-[(3-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperi-
din-4-yl)amino]phenyl}sulfonyl)benzamide;
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4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-(1,4-dioxan-2-yl-
methoxy)-3-nitrophenyl]sulfonyl}-2-[(6-fluoro-1H-in-
dol-5-yl)oxy|benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-{[4-(1,4-dioxan-2-ylmethoxy)-3-nitrophenyl]
sulfonyl}benzamide;
2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1,4-dioxan-2-ylmethyl)
amino]-3-nitrophenyl}sulfonyl)-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
Trans-2-[(6-chloro-1H-indol-5-yl)oxy]-4-(4-{[4-(4-chlo-
rophenyl)-6,6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({4-[(4-fluorotetrahydro-2H-pyran-4-yl)methoxy]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-fluorotetrahydro-2H-pyran-4-y1)
methoxy]-3-nitrophenyl }sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yl]methyl}piperazin-1-y1)-N-{[5-cyano-6-(tet-
rahydro-2H-pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
2-{[3-(2-aminoethyl)- 1H-indol-5-y1]oxy } -4-(4-{[ 2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
2-{[3-(2-aminoethyl)- 1H-indol-5-y1]oxy } -4-(4-{[ 2-(4-chlo-
rophenyl)-4,4-dimethylcyclohex-1-en-1-yl1]
methyl}piperazin-1-y1)-N-({4-[(4-methylpiperazin-1-yl)
amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-yl)-N-{[5-cyano-6-(tetrahydro-2H-
pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-chloro-6-(tetrahydro-2H-
pyran-4-ylmethoxy)pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(1,4-dioxan-2-yl-
methoxy)pyridin-3-yl|sulfonyl}-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
N-{[5-bromo-6-(1,4-dioxan-2-ylmethoxy)pyridin-3-yl]sul-
fonyl}-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-
1-en-1-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-
5-yDoxy|benzamide;
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Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)
amino|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-
4 4-dimethylcyclohex-1-en-1-ylJmethyl}piperazin-1-y1)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[ (4-fluorotetrahy-
dro-2H-pyran-4-yl)methoxy |pyridin-3-yl}sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-cyano-6-(2-morpholin-4-
ylethoxy)pyridin-3-yl]sulfonyl }-2-[(6-fluoro-1H-indol-5-
yhoxy|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-
yhoxy]-N-({4-[(4-morpholin-4-ylcyclohexyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
N-({5-bromo-6-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yl)amino|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-ylJmethyl }piperazin-
1-yD)-2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
Trans-2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino|-3-[(trifluoromethyl)sulfonyl]
phenyl}sulfonyl)benzamide;
Trans-2-[(6-chloro-1H-indol-5-y1)oxy]-4-(4-{[5-(4-chlo-
rophenyl)-2,3,6,7-tetrahydrooxepin-4-yl|
methyl}piperazin-1-y1)-N-({4-[(4-morpholin-4-ylcyclo-
hexyl)amino]-3-nitrophenyl}sulfonyl)benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-2-[(6-fluoro-1H-in-
dol-5-yl)oxy]-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
N-({4-[(4-morpholin-4-ylbut-2-ynyl)oxy]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-yl)-2-[(6-fluoro-1H-indol-5-yl)oxy]-N-
[(4-{[1-(methylsulfonyl)piperidin-4-yl]amino }-3-nitro-
phenyl)sulfonyl]benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tetrahydro-2H-
pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl}-2-[(6-fluoro-
1H-indol-5-yl)oxy|benzamide;
4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,6-dihydro-2H-
pyran-3-yllmethyl}piperazin-1-y1)-N-{[5-ethynyl-6-(tet-
rahydro-2H-pyran-4-ylmethoxy )pyridin-3-yl]sulfonyl} -
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({5-cyano-6-[(1-tetrahydro-
2H-pyran-4-ylpiperidin-4-yl)oxy]pyridin-3-yl}sulfonyl)-
2-[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-yl}sulfonyl)-4-(4-{[2-(4-chlorophenyl)-4,
4-dimethylcyclohex-1-en-1-yllmethyl}piperazin-1-yl)-2-
[(6-fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropylpiperidin-
4-yl)amino]-3-nitrophenyl } sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yhoxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(4-ethylmorpholin-3-y1)
methoxy]-3-nitrophenyl}sulfonyl)-2-[(6-fluoro-1H-in-
dol-5-yhoxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[(6-fluoro-1H-indol-5-yl)oxy]-
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N-[(3-nitro-4-{[(3S)-1-tetrahydro-2H-pyran-4-ylpiperi-
din-3-yl]amino } phenyl)sulfonyl]benzamide;

4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4 [(1,1-dioxidothiomorpho-
lin-4-yl)amino]-3-nitrophenyl } sulfonyl)-2-[(6-fluoro-1H-
indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-({3-nitro-4-[(tetrahydrofuran-3-ylmethyl)amino]
phenyl}sulfonyl)benzamide;
Trans-N-({5-bromo-6-[(4-morpholin-4-ylcyclohexyl)oxy]
pyridin-3-y1}sulfonyl)-4-(4-{[2-(4  chlorophenyl)-4,4-
dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl }piperazin-1-y1)-N-[(4-{[4-(dicyclopropy-
lamino)cyclohexyl]amino }-3-nitrophenyl)sulfonyl]-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(3-nitro-4-{[4-(tetrahydro-2H-pyran-4-
ylamino)cyclohexyl Jamino }phenyl)sulfonyl|benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(3-nitro-4-{[4-(4-tetrahydro-2H-pyran-4-
ylpiperazin-1-yl)cyclohexyl]amino }phenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]-
N-[(4 {[(4-fluorotetrahydro-2H-pyran-4-yl)methyl]
amino }-3-nitrophenyl)sulfonyl]benzamide;
Trans-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-
en-1-yl]methyl}piperazin-1-yl)-2-[(6-fluoro-1H-indol-5-
yDoxy]-N-[(4-{[(4-hydroxycyclohexyl)methyl]amino } -
3-nitrophenyl)sulfonyl]|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({4-[(1-cyclopropyl-4-fluo-
ropiperidin-4-yl)methoxy|-3-nitrophenyl} sulfonyl)-2-
[(6-fluoro-1H-indol-5-yl)oxy |benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-{[4-({ BR)-1-[2-fluoro-1-
(fluoromethyl)ethyl]pyrrolidin-3-yl}amino)-3-nitrophe-
nyl]sulfonyl}-2-[(6-fluoro-1H-indol-5-yl)oxy]
benzamide;
N-({5-chloro-6-[(4-fluorotetrahydro-2H-pyran-4-yl)meth-
oxy|pyridin-3-y1}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,
6-dimethyl-5,6-dihydro-2H-pyran-3-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-5-y1)oxy]
benzamide;
N-({5-chloro-6-[(4,4-difluorocyclohexyl)methoxy |pyridin-
3-yl}sulfonyl)-4-(4-{[4-(4-chlorophenyl)-6,6-dimethyl-5,
6-dihydro-2H-pyran-3-yl|methyl}piperazin-1-y1)-2-[ (6-
fluoro-1H-indol-5-yl)oxy|benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[(4,4-difluorocyclohexyl)
methyl]amino }-3-nitrophenyl)sulfonyl]-2-[ (6-fluoro-1H-
indol-5-yl)oxy|benzamide;
and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof.
In another aspect, the present invention provides com-
pounds of Formula (IV)
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and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof, wherein A', B*, D', E*, Y*, 72,
L', and 7Z? are as described herein for Formula (I),nis 0, 1, 2,
or 3; describing the number of additional substituents on R?®,
and R'°° is as described for substituents on R?, and at least
one R'°? is a substituent as described for substituents on R*?
and R***, and the remainder are H.

In one embodiment of Formula (IV), A' is N. In another
embodiment of Formula (IV), A' is C(A?). In another
embodiment of Formula (IV), A' is C(A%); and A" is H.

In one embodiment of Formula (IV), B* is OR', or NHR*'.
In another embodiment of Formula (IV), A' is C(A%); A% is H;
and B* is NHR'. In another embodiment of Formula (IV), A'
is C(A?); A% is H; and B! is OR".

In one embodiment of Formula (IV), D' is H. In another
embodiment of Formula (IV), A' is C(A%); A® is H; B! is
NHR'; and D' is H. In another embodiment of Formula (IV),
Alis C(A%); A%isH; B'is OR'; and D' is H.

In one embodiment of Formula (IV), E* is H. In another
embodiment of Formula (IV), A’ is C(A%); A® is H; B! is
NHR!; D! is H; and E' is H. In another embodiment of
Formula (I), A’ is C(A®); A% is H; B! is OR*; D' is H; and E!
is H.

In one embodiment of Formula IV), Y* is H, CN, NO,, F,
Cl, Br, CF5, R'7, or SO,R'’. In another embodiment of For-
mula (IV), Y' is NO,. In another embodiment of Formula
(IV),Y' is Cl. In another embodiment of Formula IV), Y" is
SO,R'7; wherein R'7 is as defined herein. In another embodi-
ment of Formula (IV), Y" is SO,R*7; wherein R'” is alkyl. In
another embodiment of Formula (IV),Y* is R'7; wherein R*”
is alkynyl. In another embodiment of Formula (IV), A! is
C(A%); A%is H; B'is NHR'; D' is H; E' is H; and Y' is NO,
or SO,R'7; wherein R'7 is alkyl or alkynyl. In another
embodiment of Formula (IV), A' is C(A%); A® is H; B! is
NHR!; D' is H; E! is H; and Y* is NO,. In another embodi-
ment of Formula (IV), A" is C(A%); A% is H; B' is NHR'; D*
is H; E' is H; and Y' is SO,R'7, wherein R'” is alkyl substi-
tuted with three F. In another embodiment of Formula (IV),
AlisC(A%);A%isH;B'isORY; D'is H;E'isH;and Y' is CI.

In one embodiment of Formula (IV), R* is R* or R”. In one
embodiment of Formula (IV), R is R*. In one embodiment of
Formula (IV), R* is R®. In one embodiment of Formula (IV),
R! is R* and R* is cycloalkyl, or heterocycloalkyl. In one
embodiment of Formula (IV), R' is R*; and R* is cycloalkyl.
In one embodiment of Formula (IV), R* is R* and R* is
heterocycloalkyl.
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In one embodiment of Formula (IV), R* is R*; and R* is
cycloalkyl; wherein R* is unsubstituted or substituted as
defined herein. In another embodiment of Formula (IV), R! is
R*; and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted as defined herein. In another embodiment of Formula
(IV), R! is R* and R* is cycloalkyl; wherein the cycloalkyl
ring is substituted with R>’, NHR??, or N(R>”),. In another
embodiment of Formula (IV), R' is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with R*>’; and R*” is R®. In
another embodiment of Formula (IV), R' is R* R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with R>’; R*7 is
R%; and R is heterocycloalkyl. In another embodiment of
Formula (IV), R' is R*, R* is cycloalkyl; wherein the
cycloalkyl ring is cyclohexyl; and wherein the cyclohexyl
ring is substituted with R*>’; R>” is R®’; R®® is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is morpholinyl or
piperazinyl. In another embodiment of Formula (IV), R* is
R*; and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted with N(R>?),. In another embodiment of Formula
(IV), R! is R* and R* is cycloalkyl; wherein the cycloalkyl
ring is cyclohexyl; and wherein the cyclohexyl ring is substi-
tuted with N(R>”),. In another embodiment of Formula (IV),
R!is R* and R* is cycloalkyl; wherein the cycloalkyl ring is
cyclohexyl; and wherein the cyclohexyl ring is substituted
with N(R>"),, R*” is R%*, and R®" is alkyl which is unsubsti-
tuted. In another embodiment of Formula (IV), R* is R*; and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
and wherein the cyclohexyl ring is substituted with N(R>7),,
R>7 is R%, and R% is cycloalkyl which is unsubstituted. In
another embodiment of Formula (IV), R* is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is substituted with
NHR’?. In another embodiment of Formula (IV), R' is R*;
and R* is cycloalkyl; wherein the cycloalkyl ring is cyclo-
hexyl; and wherein the cyclohexyl ring is substituted with
NHR”?. In another embodiment of Formula (IV), R' is R*;
and R* is cycloalkyl; wherein the cycloalkyl ring is cyclo-
hexyl; and wherein the cyclohexyl ring is substituted with
NHR??, R*7 is R%, and R%° is heterocycloalkyl which is
unsubstituted.

In one embodiment of Formula (IV), R is R* and R* is
heterocycloalkyl; wherein R* is unsubstituted or substituted
as defined herein. In another embodiment of Formula (IV), R*
is R* and R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is substituted as defined herein. In another
embodiment of Formula (IV), R' is R*; and R* is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is substituted with
R>’.In another embodiment of Formula (IV), R' is R*; and R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the heterocycloalkyl ring is substituted with one or two or
three or four or five more R°7; SO,R*?, or OH, and R>” is R%°
or R®'. In another embodiment of Formula (IV), R! is R*; R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl; ring
is substituted with R>7; R>” is R°® or R%'; R® is cycloalkyl or
heterocycloalkyl; and R®! is alkyl. In another embodiment of
Formula (IV), R' is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*>”; R>” is
R%; R% is heterocycloalkyl, wherein the heterocycloalkyl is
tetrahydropyranyl or oxetanyl. In another embodiment of
Formula (IV), R* is R*; R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
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or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*7; R>7 is
R%; R® is cycloalkyl, wherein the cycloalkyl is cyclopropyl
or cyclopentyl. In another embodiment of Formula (IV), R! is
R*; R* is heterocycloalkyl; wherein the heterocycloalkyl ring
is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl, and
wherein the piperidinyl, pyrrolinyl, morpholinyl, or piperiz-
inyl ring is substituted with one or two or three or four or five
R>7; R*7 is R®; R® is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl. In another embodiment of Formula
(IV), R* is R*; R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl, or pip-
erizinyl, and wherein the piperidinyl, pyrrolinyl, morpholi-
nyl, or piperizinyl ring is substituted with one or two or three
or four or five R®”; R%” is R®'; R®" is alkyl; and the alkyl is
C,-alkyl, C,-alkyl, or Cj-alkyl; wherein the C,-alkyl,
C,-alkyl, or C;-alkyl are unsubstituted or substituted.

In one embodiment of Formula (IV), R! is R%; and R® is
alkyl which is unsubstituted or substituted. In one embodi-
ment of Formula (IV), R! is R®; and R® is alkyl which is
unsubstituted or substituted with R”, OR”, N(R"),, or OH.

In one embodiment of Formula (IV), R” is R'° or R*! which
are unsubstituted or substituted as defined herein. In another
embodiment of Formula (IV), R7 is R'® which is unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (IV), R7 is R*! which is unsubstituted or substi-
tuted as defined herein.

In one embodiment of Formula (IV), R'® is cycloalkyl or
heterocycloalkyl which are unsubstituted or substituted as
defined herein. In another embodiment of Formula (IV), R*°
is heterocycloalkyl which is unsubstituted or substituted as
defined herein. In another embodiment of Formula (IV), R*°
is tetrahydrofuranyl, tetrahydropyranyl, morpholinyl, dioxa-
nyl, piperidinyl, piperizinyl, or pyrrolidinyl, which are unsub-
stituted or substituted as defined herein. In another embodi-
ment of Formula (IV), R'° is tetrahydropyranyl, which is
unsubstituted or substituted as defined herein. In another
embodiment of Formula (IV), R*° is morpholinyl, which is
unsubstituted or substituted as defined herein. In another
embodiment of Formula (IV), R'® is cycloalkyl which is
unsubstituted or substituted as defined herein. In another
embodiment of Formula (IV), R' is cyclohexyl which is
unsubstituted or substituted as defined herein.

In one embodiment of Formula (IV), R*! is alkyl which is
unsubstituted. In another embodiment of Formula (IV), R** is
methyl, which is unsubstituted or substituted as defined
herein. In another embodiment of Formula (IV), R'* is alkyl,
which is substituted as defined herein. In another embodiment
of Formula (IV), R*! is alkyl, which is substituted with OR'?,
R'?is R'6, and R'® is alkyl.

Still another embodiment pertains to compounds having
Formula (IV), which are
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

N-((4-((3-(dimethylamino)propyl)amino)-3-nitrophenyl)

sulfonyl)-2-((1-methyl-1H-indol-4-yl)oxy)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-

N-((4-((3-morpholin-4-ylpropyl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl)

methyl)piperazin-1-yl)-2-((3-methyl-1H-indol-4-yl)oxy)-

N-((4-((1-methylpiperidin-4-yl)amino)-3-nitrophenyl)

sulfonyl)benzamide;
4-(4-((4'-chloro-1,1'-biphenyl-2-yl)methyl)piperazin-1-y1)-

2-((1-methyl-1H-indol-4-yl)oxy)-N-((4-((3-morpholin-4-
ylpropyl)amino)-3-nitrophenyl)sulfonyl)benzamide;
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tert-butyl 4-(5-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-yl|methyl}piperazin-1-y1)-2-{[({4-[(1-meth-
ylpiperidin-4-yl)amino]-3-nitrophenyl } sulfonyl)amino)
carbonyl }phenoxy)-1H-indole-1-carboxylate;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({4-[(1-methylpiperidin-4-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-
yDamino]phenyl}sulfonyl)benzamide;
2-({1,3-bis[(4-methylpiperazin-1-yl)methyl]-1H-indol-4-
yl}oxy)-4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclo-
hex-1-en-1-ylJmethyl}piperazin-1-y1)-N-[ (4-{[3-(dim-
ethylamino)propyl]amino }-3-nitrophenyl)sulfonyl]
benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-[(4-{[3-(dimethylamino)pro-
pyllamino }-3-nitrophenyl)sulfonyl]-2-({3-[(4-methylpip-
erazin-1-yl)methyl]-1H-indol-4-yl }oxy)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-N-({3-nitro-4-[(1-tetrahydro-2H-
pyran-4-ylpiperidin-4-yl)amino Jphenyl } sulfonyl)-2-{[2-
(triftuoromethy1)-1H-indol-4-yl]oxy } benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-[(3-nitro-4-{[3-(3-oxopiperazin-1-yl)propyl]
amino }phenyl)sulfonyl]benzamide;
2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({3-nitro-4-[(tetrahydro-2H-pyran-4-ylmethyl)
amino]phenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-[ (6-fluoro-1H-indol-4-y1)oxy]-
N-({4-[(2-methoxyethyl)amino]-3-nitrophenyl }sulfonyl)
benzamide;
2-[(3-chloro-1H-indol-4-y1)oxy]-4-(4-{[2-(4-chlorophe-
nyl)-4,4-dimethylcyclohex-1-en-1-yl|methyl } piperazin-
1-y1)-N-({4-[(4-methylpiperazin-1-yl)amino]-3-
nitrophenyl}sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1} oxy)-N-({3-nitro-4-[ (tetrahydro-2H-
pyran-4-ylmethyl)amino Jphenyl }sulfonyl)benzamide;
4-(4-{[2-(4-chlorophenyl)-4,4-dimethylcyclohex-1-en-1-yl]
methyl}piperazin-1-y1)-2-({3-[3-(dimethylamino)pro-
pyl]-1H-indol-4-y1}oxy)-N-({4-[(4-methylpiperazin-1-
yl)amino]-3-nitrophenyl }sulfonyl)benzamide; and
therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof.
In another aspect, the present invention provides com-
pounds of Formula (V)
W
Yl
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and therapeutically acceptable salts, prodrugs, salts of pro-
drugs and metabolites thereof, wherein A', B!, D', E*, Y, 7,
L', and Z are as described herein for Formula (1), nis 0, 1, 2,
or 3; describing the number of additional substituents on R*®,
and R'°° is as described for substituents on R?, and at least
one of R'®® or R'®* is a substituent as described for substitu-
ents on R*? and R*** and the remainder are H.

In one embodiment of Formula (V), R***is NH, or NHR°.
In another embodiment of Formula (V), R** is NH,,.

In one embodiment of Formula (V), A' is N. In another
embodiment of Formula (V), A’ is C(A?). In another embodi-
ment of Formula (V), A' is C(A?); and A% is H.

Inone embodiment of Formula (V), B! is OR', or NHR' . In
another embodiment of Formula (V), A' is C(A%); A% is H;
and B! is NHR'. In another embodiment of Formula (V), A'
is C(A?); A% is H; and B! is OR".

In one embodiment of Formula (V), D' is H. In another
embodiment of Formula (V), A' is C(A%); A% is H; B! is
NHR'; and D* is H. In another embodiment of Formula (V),
Alis C(A%); A%isH; B'is OR'; and D' is H.

In one embodiment of Formula (V), E* is H. In another
embodiment of Formula (V), A' is C(A%); A% is H; B! is
NHR!; D! is H; and E' is H. In another embodiment of
Formula (I), A’ is C(A®); A% is H; B! is OR*; D' is H; and E!
is H.

In one embodiment of Formula (V), Y' is H, CN, NO,, F,
Cl, Br, CF5, R'7, or SO,R'’. In another embodiment of For-
mula (V),Y" is NO,. In another embodiment of Formula (V),
Y' is Cl. In another embodiment of Formula (V), Y is
SO,R'7; wherein R'7 is as defined herein. In another embodi-
ment of Formula (V), Y' is SO,R'7; wherein R'” is alkyl. In
another embodiment of Formula (V), Y' is R'”; wherein R*”
is alkynyl. In another embodiment of Formula (V), A® is
C(A%); A%is H; B'is NHR'; D' is H; E' is H; and Y' is NO,
or SO,R'7; wherein R'7 is alkyl or alkynyl. In another
embodiment of Formula (V), A' is C(A%); A® is H; B! is
NHR!'; D' is H; E' is H; and Y' is NO,. In another embodi-
ment of Formula (V), A’ is C(A®); A®is H; B! is NHR'; D' is
H;E'isH;andY'is SO,R'7, wherein R'” is alkyl substituted
with three F. In another embodiment of Formula (V), A' is
C(A*); A%isH;B'isOR'; Dis H; E' is H; and Y* is CL.

In one embodiment of Formula (V), R* is R* or R®. In one
embodiment of Formula (V), R" is R*. In one embodiment of
Formula (V), R'isR®. In one embodiment of Formula (V), R*
is R*; and R* is cycloalkyl, or heterocycloalkyl. In one
embodiment of Formula (V), R is R*; and R*is cycloalkyl. In
one embodiment of Formula (V), R* is R* and R* is hetero-
cycloalkyl.

In one embodiment of Formula (V), R! is R*; and R* is
cycloalkyl; wherein R* is unsubstituted or substituted as
defined herein. In another embodiment of Formula (V), R' is
R* and R* is cycloalkyl; wherein the cycloalkyl ring is sub-
stituted as defined herein. In another embodiment of Formula
(V), R! is R*; and R* is cycloalkyl; wherein the cycloalkyl
ring is substituted with R>’, NHR??, or N(R*”),. In another
embodiment of Formula (V), R* is R*; and R* is cycloalkyl;
wherein the cycloalkyl ring is cyclohexyl; and wherein the
cyclohexyl ring is substituted with R°7; and R*” is R®. In
another embodiment of Formula (V), R' is R* R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with R3”; R is
R%; and R% is heterocycloalkyl. In another embodiment of
Formula (V), R' is R* R* is cycloalkyl; wherein the
cycloalkyl ring is cyclohexyl; and wherein the cyclohexyl
ring is substituted with R*>’; R>” is R®; R®® is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is morpholinyl or
piperazinyl. In another embodiment of Formula (V), R is R*;
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and R* is cycloalkyl; wherein the cycloalkyl ring is substi-
tuted with N(R>?),. In another embodiment of Formula (V),
R!is R* and R*is cycloalkyl; wherein the cycloalkyl ring is
cyclohexyl; and wherein the cyclohexyl ring is substituted
with N(R>7),. In another embodiment of Formula (V), R* is
R*; and R*is cycloalkyl; wherein the cycloalkyl ring is cyclo-
hexyl; and wherein the cyclohexyl ring is substituted with
N(R?"),,R>7isR%, and R* is alkyl which is unsubstituted. In
another embodiment of Formula (V), R! is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with N(R>7),, R>7
is R%, and R% is cycloalkyl which is unsubstituted. In
another embodiment of Formula (V), R! is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is substituted with
NHR’?. In another embodiment of Formula (V), R' is R*; and
R* is cycloalkyl; wherein the cycloalkyl ring is cyclohexyl;
and wherein the cyclohexyl ring is substituted with NHR>’. In
another embodiment of Formula (V), R! is R*; and R* is
cycloalkyl; wherein the cycloalkyl ring is cyclohexyl; and
wherein the cyclohexyl ring is substituted with NHR>?, R is
R%, and R% is heterocycloalkyl which is unsubstituted.

In one embodiment of Formula (V), R* is R*; and R* is
heterocycloalkyl; wherein R* is unsubstituted or substituted
as defined herein. In another embodiment of Formula (V), R*
is R* and R* is heterocycloalkyl; wherein the heterocy-
cloalkyl ring is substituted as defined herein. In another
embodiment of Formula (V), R' is R* and R* is heterocy-
cloalkyl; wherein the heterocycloalkyl ring is substituted with
R>’. In another embodiment of Formula (V), R* is R* and R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the heterocycloalkyl ring is substituted with one or two or
three or four or five more R°7; SO,R*?, or OH, and R*” is R%°
or R%!. In another embodiment of Formula (V), R is R*; R*
is heterocycloalkyl; wherein the heterocycloalkyl ring is pip-
eridinyl, pyrrolinyl, morpholinyl, or piperizinyl; and wherein
the piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl; ring
is substituted with R>7; R>” is R°® or R%'; R® is cycloalkyl or
heterocycloalkyl; and R®! is alkyl. In another embodiment of
Formula (V), R! is R* R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*"; R*” is
R%; R® is heterocycloalkyl, wherein the heterocycloalkyl is
tetrahydropyranyl or oxetanyl. In another embodiment of
Formula (V), R' is R* R* is heterocycloalkyl; wherein the
heterocycloalkyl ring is piperidinyl, pyrrolinyl, morpholinyl,
or piperizinyl; and wherein the piperidinyl, pyrrolinyl, mor-
pholinyl, or piperizinyl; ring is substituted with R*7; R%” is
R%; R% is cycloalkyl, wherein the cycloalkyl is cyclopropyl
or cyclopentyl. In another embodiment of Formula (V), R* is
R*; R*is heterocycloalkyl; wherein the heterocycloalkyl ring
is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl, and
wherein the piperidinyl, pyrrolinyl, morpholinyl, or piperiz-
inyl ring is substituted with one or two or three or four or five
R>7; R°7 is R®; R® is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or C;-alkyl. In another embodiment of Formula (V),
R'is R*; R*is heterocycloalkyl; wherein the heterocycloalkyl
ring is piperidinyl, pyrrolinyl, morpholinyl, or piperizinyl,
and wherein the piperidinyl, pyrrolinyl, morpholinyl, or pip-
erizinyl ring is substituted with one or two or three or four or
five R°7; R is R; R is alkyl; and the alkyl is C,-alkyl,
C,-alkyl, or Cs-alkyl; wherein the C,-alkyl, C,-alkyl, or
C;-alkyl are unsubstituted or substituted.

In one embodiment of Formula (V), R* is R>; and R® is
alkyl which is unsubstituted or substituted. In one embodi-
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ment of Formula (V), R* is R®; and R’ is alkyl which is
unsubstituted or substituted with R”, OR”, N(R”),, or OH.

In one embodiment of Formula (V), R7is R*® or R'* which
are unsubstituted or substituted as defined herein. In another
embodiment of Formula (V), R” is R'° which is unsubstituted
or substituted as defined herein. In another embodiment of
Formula (V), R” is R'! which is unsubstituted or substituted
as defined herein.

In one embodiment of Formula (V), R'° is cycloalkyl or
heterocycloalkyl which are unsubstituted or substituted as
defined herein. In another embodiment of Formula (V), R'?is
heterocycloalkyl which is unsubstituted or substituted as
defined herein. In another embodiment of Formula (V), R*®is
tetrahydrofuranyl, tetrahydropyranyl, morpholinyl, dioxanyl,
piperidinyl, piperizinyl, or pyrrolidinyl, which are unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (V), R'° is tetrahydropyranyl, which is unsubsti-
tuted or substituted as defined herein. In another embodiment
of Formula (V), R'® is morpholinyl, which is unsubstituted or
substituted as defined herein. In another embodiment of For-
mula (V), R*® is cycloalkyl which is unsubstituted or substi-
tuted as defined herein. In another embodiment of Formula
(V), R*is cyclohexyl which is unsubstituted or substituted as
defined herein.

In one embodiment of Formula (V), R'! is alkyl which is
unsubstituted. In another embodiment of Formula (V), R'* is
methyl, which is unsubstituted or substituted as defined
herein. In another embodiment of Formula (V), R*! is alkyl,
which is substituted as defined herein. In another embodiment
of Formula (V), R'! is alkyl, which is substituted with OR'?,
R'?is R'®, and R* is alkyl.

Still another embodiment pertains to compounds having
Formula (V), which are
2-(6-aminopyridin-3-y1)-4-(4-{[2-(4-chlorophenyl)-4,4-

dimethylcyclohex-1-en-1-yl]methyl}piperazin-1-y1)-N-

({3-nitro-4-[(1-tetrahydro-2H-pyran-4-ylpiperidin-4-y1)

amino]phenyl } sulfonyl)benzamide;
2-[(6-aminopyridin-3-y1)oxy]-4-(4-{[2-(4-chlorophenyl)-4,

4-dimethylcyclohex-1-en-1-yl|methyl}piperazin-1-y1)-N-

({3-nitro-4-[(1